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Professor Geoffrey Chamberlain FRCS FRCOG Dr Daphne Christie
Sycamores d christie@ucl.ac.uk
Llanmadoc i
Gower Fase: +44 (0] 20 7679 8193
Swansea

West Glamorgan SA3 1DB

1 9th March 2004

Dear Prioessor Chamberlain

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm — 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15™ June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir [ain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

As you know, these seminars address 1ssues of medical-historical interest in the latter half of
the twentieth century, focusing on British contributions. We invite witnesses of particular
events or developmenis to reminisce, discuss and debate between themselves. in a chairman-
led meeting and with an audience of historians, scientists, clinicians and others. most of
whom also contribute with questions, comments and their own reminiscences. The
proceedings are recorded, transcribed and prepared for possible publication. Throughout we
address questions such as “What was it like at the time?”, “Why did things happen the way
they did?” This is a particularly fruitful way of generating interest in, and providing material
sources for, the study of significant evenis in recent medical history. I enclose a flyer of our
recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
stage, suggestions of possible participants.

[ look forward to hearing from you and do hope you will be able to accept this invitation.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

Encs.
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Reply to: Professor Geoffrey Chamberlain, Apothecaries Lectures
Tel: 01792 285349 : Fax: 01792 285507

16" April 2004

[ Daphne Christie

Snr Research Assistant to Dr T Tansey
I'he Wellcome Trust Centre for the
E|ir-[|1l'_'-. of Medicine

University College London

24 Everholt Street

LONDON NWI1 1AD

Dear Dr Christie

RE:  WITNESS SEMINAR: PRENATAL CORTICOSTEROIDS FOR
REDUCING MORBIDITY AND MORTALITY ASSOCIATED WITH
FPRETERM BIRTH
TUESDAY 15.06.04. 2.00pm — 6.00 pm

I'hank vou very much for inviting me to this seminar. Unfortunately. I will be away
atl that ime and unable to attend.

Y ours '-ui1'||."..'|'l..‘|_‘-

PROFESSOR GEOFFREY CHAMBERLAIN  MD FRCS FRCOG
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SyCamores 1]

Llanmadoc

Lower

Swansea

West Glamorzan

5A3 1DB
: | |'~'l |‘.|‘|] _‘I Wid

Dear Professor Chamberlain

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 30th March 2004 2,00 pm — Gpm

We wrote to you on 19™ March, inviting vou to attend the above meeting. As we have nol

had a reply, but have been expeniencing difhiculties with our post, our of iginal letter, or yvour

reply, may therefore have gone astrayv. We enclose a copy of that letter and look forward to

hearing from youw.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

CNCs,

I Welloome Trust Cenire for the History of Medicine at University College Lond
which 15 a registensd chanty, no. Z100ES. Histmed logo images courlesy




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London = NW1 1AD
www.uclLac.ukMistmed = +44 (0) 20 7679 8100

Professor Geollrey Chamberlain FRCS FRCOG
SYCAmores

Llanmadac

Cower

Swansea

West Glamorgan

WALES SAZ 1DB

27 April 2004

a

Dear Professor Chamberlain

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15th June 2004 2.00 pm - 6pm

W € WIrode 1o vou on :le; .‘-‘|'III|_ |._'|'|1..'|l.i-:-\.i!'|3: Qur Lll'i:._:lrl:Jl invitation letter to the above

meeting, but the date of the meeting on the reminder letter was incorrect. Please note that

the date of the meeting is Tuesday 15" June 2004,

Yours sincerely

Mrs Wendy Kutner
Sccretary 1o Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine a1 University College London is funded by the Wellcome Truss
wihiech 15 & regnstered chanty, no, 210083 Histmed logo images courtesy Wellcome Library, London




Wendy Kutner

To:
Subject:




Ihe Wellcome Trusi™s History of Twentieth Century Medicine Groap
Witness Seminar: Prematal corticosteroids for reducing morbidity amd mortalivy
associated with preterm birth

Fuesday 157 June 2004 2.00 pm - .00 pm

Dy Daphne Christie
Senior Kesearch Assistant to D Tilli Tansey




Or Daphne Christie

From: Dr Daphne Christie [d.christie@ucl.ac.uk]
Sent; 31 March 2004 08:35

To. Marelyn Wintour-Coghlan

Subject: RE: Witness Seminar
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
wwwncl ac.ukhistmed « 44 (0) 20 7679 8100

Professor Brian Cooke Dir Daphne Christie

2 Prospect Lane d.chliristiefalucl ac. uk

Harpenden ALS 2PL www, ool ac, wkhistmed
Tel: +44 (0) 20 7679 8125
Fax: -+44 (0) 20 7679 8193

24 March 2004

Dear Professor Cooke

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004 2.00 pm — 6.00 pm

The Wellcome Trust Centre’s History of Twenticth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15 June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2ZBE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir Iain Chalmers is assisting us in the organisation.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address questions
such as “What was it like at the time?”, “Why did things happen the way they did?” This is a
particularly fruitful way of generating interest in, and providing material sources for, the
study of significant events in recent medical history,

We have drawn up a list of possible participants, including clinicians and representatives from
relevant organisations, and would like to include physiologists/endocrinologists from the
1960s and early 70s. Sir Graham Liggins is unable to attend but we hope to have Marc Keirse
to introduce his work. I am therefore writing to ask if you might be able to help with names of
scientists, particularly those who were involved in the work on sheep during the 1960s.

I do hope you will be able to help.

I look forward to hearing from you.

Yours sincerely

Dr Daphne Christic
Senior Research Assistant to Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine 3t University College London is funded by the Welleome Trust,
which iz a registered chanty, no, 210E3, Histmed logo images courtesy Wellcomme Library London




The Wellcome Trust Centre
for the History of Medicine ==
at University College London '[UCIL

24 Eversholt Street » London = NW1 1AD
wwow. ucl ac.ukhistmed = =44 (0) 20 76749 810K E ===

Professor Patricia Crowley FRCPI Dr Daphne Christie
Department of Obstetrics & Gynaccology ! f

Coombe Women's Hospital

Dublin 8

EIRE

20 February 2004

Yrofessor Crowley

The Wellecome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm - 6.00 pm

['he Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s organising a
Witness Seminar on *Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth” on Tuesday 15 June 2004, from 2.00pm - 6.00pm, in The Wellcome

Building, 183 Euston Road, London NW1. 5ir lain Chalmers 1s assisting us in the

Sir lain has recommended that we invite you to this meeting and we would be delighted to

have yvou join us

I'hese seminars address issues of medical-historical interest in the latter half of the twenticth
century, focusing on British contributions. We invite wilnesses of particular events o1
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with guestions. comments and therr own reminiscences I'he i‘-I'I!-»'-.'L'-.!I'-I;__'\ AT
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, *Why did things happen the way they did””
This 15 a particularly fruitful way of generating interest in, and providing material sources for,

the study of significant events in recent medical history. | enclose a copy of the introduction

to the first volume of our published transcripts, which will tell you a little more about these

seminars, and a flyer of our recent publications to illusirate the range of opics we cover

Continued/ ... Page .
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We are in the process of inviting semor scientists, clinicians, and representatives [rom

relevant organisations to attend the meeting and hope 10 promote a lively discussion

1} =

We will be providing further details in due course and would particularly appreciate, at tla

stage. sugeestions of possible participants.

T it e G haoa vanwnllbe sBle sxant thig i
I look forward to hearing from you and do hope yvou will be able to accept this invi

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli lansey




Professor Patricia Crowley FRUPI
Department of Obstetncs & Gyvnaecology

: :
* Women's Hospatal

Dear Professor Crowley

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm hirth

Tuesday 15" June 2004

2 jrim . (M) pm

ed by Sir lain Chalmers that you would hke to accept ow

e, and inat our m |

e enclosing a copy of our orngimal mvitation, w

1
o attenda
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|
T the mecling

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
www, uclac uk/histmed = +44 (0) 20 7679 8100

Professor Patricia Crowley FRCPI
Department of Obstetncs & Gynaccology
Coombe Women's Hospital

Dublin &

EIRI

26 April 2004

Dear Professor Crow |'-.':1-

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm—6pm

We are dehghted that you are able to attend the above meeting and are happy to tell you that
plans are proceeding well. A copy of our publicity material is enclosed and 1 will be sending

yvou a draft programme in due course. A full attendance list will be available at the meeting

We will be asking some participants to “start the ball rolling” by saying a few words on
specific subjects, as we like to prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show shdes o
overheads at the meetings, as we wish to encourage informal interchange and conversation
If however, you would like any matenal to be avalable to the audience, we could pholocopy

a diagram or article for vou, and leave a copy on every chair.

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 81006 1f you

have any queries prior o the meeting.
We very much look forward to seeing vou at the meeting,

Y ours sincerely

ﬁ_‘f Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

LSELS

e Welleome Trust Centre for the History of Medicine ot University College London is funded by the Wellcoms Trust,
which is a registersd charity, no, 2100183, Histmed logo images counesy Welleone Library, London




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street » London » NW1 1AD
www.uclac.uk/histmed = +44 (0) 20 7679 8100

Professor Patricia Crowley FRCPI Dr Daphne Christie
Depariment of Obstetncs & Gynaccology

Coombe Women's Hospital

Dublin 8

EIRE

12 May 2004

Dear Professor Crowley

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth
Venue: Franks 11, Mezzanine Floor, Wellcome Building, 153 Euston Road, London NW1

Tuesday 157 June 2004: 2,00 pm - Gpm

We are delighted that you are able to attend the above meeting and are happy to tell you that
plans for the meetng are proceeding well. A copy of our publicity material has already been sent
Lo you under separate cover and [ am now enclosing a draft programme. A full atendance list
will be available at the meeting

We would be very grateful if you would be prepared for the Chairman to call upon you 1o say i
few words, for about 5 minutes, on “The systematic review of RCTs and the NIH consensus
conference’. We like to prime a few people to lead off the discussions, although there wall be
ample opporunity 1o contribute throughout the meeting. We do not show slides or overheads
the meetings, as we wish to encourage informal interchange and conversation. 1§ however, you
would hke any matenal o be avanlable to the andience, we could photocopy a diagram or article

for you. and leave a copy on every chair.

We do not have the funds to assist with your travel from overseas, but whilst you are in the UK.

Ihe Welleome Trust Centre for the History of Medicine at University College London will
reimburse your return travel costs to the meeting only if supported by suitable receipis. They an
mfexible in this matter.

We would also like o amange accommaodation for vou at The Hotel Ihis London Euston for the
night of the Seminar, Tuesday 15 June, and | would be most grateful if vou could contact me
upon receipt of this lemer, d.christie @uclac.uk or 0044207 679 8125 to confirm your

requirements.  Agan, please note that University College London will only pay fo

Continued! Page 2

I'he Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcoma Trus
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Dr Tilli Tansey and [ would like 1o invite you to join us for an early supper at a local restaurant
after the meeting. We should be finished by 9pm 1o give you ample time (o return 1o the hotel

Please let me know whether you are able 1o atiend the supper (d.chnistie @ ucl.ac.uk). You may
also contact Mrs Wendy Kutner (w. kutner@ucl.ac.uk) 0044 207679 810G or mysell if you have

any queries on the above or would like any further information,

Please note that informal drnks will be served immediately after the meeting. We look forward to

seeing yvou on the 15 Tune.

Yours sincerely

%:—\_ﬁ,ﬂ P '\j.- ..__-‘

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

Enc




The Wellcome Trust Centre
for the History of Medicine =
at University College London [UC]L

24 Eversholt Street = London = NW1 1AD [ 1
wwwoucl ac.uk/histmed = +34 (0) 20 Ta79 8100 TE— —1

[r Patnicia Crowley FROCP] D Daphne Christe
Department of Obstetnes & Gynaecology f

Coombe Women's Hospital

Dublin &

EIE]

16 June 2004

Dear Dr Crowley

The Wellcome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May I say on behalf of The History of Twentieth Century Medicine Group and the co
organiser, how grateful we are to vou for vour contributions to vesterday ' s meeting? It
really was a splendid occasion, and we hope that you enjoyed it as much as those of us

who were observers

As meniioned in previous correspondence and ai the meeting, the taped proceedings ol
the meetng will now be sent for ranscription, and we hope to have a draft manuscrpt to
send you in about six months time for your comments. Ulimately we intend 1o publish
an edited version of the proceedings, and you will be sent a copyright assignment form

and final prool before publication

We purticularly want 1o thank you for travelling from Dublin to attend the meeting. Youw

personal contribution was much appreciaied and added o the success of the meeting

Yours sincerely

Iy Daphne Christie
Senior Research Assistant to De Tilli Tansey

The Welleome Trust Centre {or the Histe Ty of Medicine at L WETSITY Collere London i funded by the Wellcomse [mist

harity, i, 2101383, Histmed logo images couresy Wellcome Library, London




Professor Parricia Crowley FRCPL, Dr Daphne Christie

Department of Obstetrics & Gynaecology, d.christic @ il ac i

Coombe Women's | i-::x;‘.-i[.ﬂ. wwae el g kdristmed
DUBLINM 8, Tel: +44 (0) 20 7679 §125
EIRE Fax: +44 (0) 20 7679 8193

7 December 2004
Drear Dir € :Imk'lc}»'
Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality

I enclose a draft transcript of the Witness Seminar on ‘Prenatal Corticosteroids for
reducing Morbidity and Mortality’ to which you contributed. We intend to publish a
version of the transcripr in Wovember 2005 under the auspices of the Wellcome Trust
Centre for the H|.x|;u|:cu| Medicine at UCL.

I would be most i".'.l1t'|.IL| if you could check your own contributions for general sense,
accuracy and rypographical mist: ikes. We do not encourage extensive alterations, as the
purpose of these publications is to retain the fr -;whn.'w and informality of the meeting.
However, any adc litional information can be added as a footnote and you may like to
suggest such material Please m wark all corrections -.||.'.L||_1.' on this copy and return it to me
by ‘vlundw 10 January Eaclier published volumes in the series can be viewed on our
website, www.uclac.uk/histmed/witnesses.html

If you would like to comment on |:|_'. other p-l' of the '.I.Ir'|'~L|5|'lf.. other than the

COFFECTIONS tO VOUur own contribution, p.t'.!-a feel free o do so
¢ [Mease p|.,--“ﬁ‘- a 2=3 sentence biographical piece har inclusion in the notes ar the end of

the volume including vear of birth and dates of major appaintments,

Pleasc sign and rerurn the standard form AsSIENIng n.:l|‘>}|;.:_:5'lr o the Wellcome Trust.
Please let us know if you do not want your name included in our twice-yearly
marketing mailings.
We would like to include illustrations of early work in the volume. If you have any
suitable images or figures, please include these with the pages. They will be carefully
scanned and returned in protective packaging
A final proof version, incorporating the changes made by all the participants, added
footnates, and any queries will be sent to you in H;'ph:nﬂ:u:r 2005 for rerurn within 2
week. At this stage only minor corrections, such as those of a typographical nature, will
be possible.
I'he tapes, earlier versions of the transcripr, and any additional correspondence generared
by the editorial process, will be deposited in Wellcome Library. A version of the
transcript will also be mounted on the Wellcome Trust Centre’s website shortly afrer
publication.

[ IIIIJI\' forward to Ell'.il’i]lﬂ !.II.'II'I'I YLILE,

Yours sincerely

E)r [}i!E}I'IIIE ':‘.li:ll'i:i!ir.'

52“;[]!’ Rl’.‘!iL'.'II.'CI'I .""L!i‘ii:ﬂtill'lt Lo I}F "[-Ill.l -I-H!INL"I.'




THE WELLCOME TRUST
WITMESS SEMINARS
COPYRIGHT ASSIGNMENT

Witness seminars are intended 1o address issues of medical-hisworical interest in the lamer half of
the twentieth century. The entire proceedings are recorded and transcribed by the Wellcome
Trust with a view to publication to generate interest in, and provide marterial sources for, the
study of significant events in recent medical history. As copyright in anything you said during the
proceedings belongs o you [copyright in the recording of the proceedings belonging o the
Wellcome Trust), we would be grateful if vou would complere this form to enable the Wellcome
I'rust to use your contribution in the manner and for the purposes outlined above.

e E s R s E e
MAME Dir Parricia Crowley FRCPI

ADDRESS
Diepartment of Obstetrics & (;:.'lL_u-L'ulng}. Coombe Women's Hn\}:l'il:;l,l, Dublin 8, EIRE

WITNESS SEMINAR: Prenatal E:‘l'rlril,'l.:lﬁll,'i";.l:i\ lor H,J_'l;!|_|-;_i;|1'_='L ,'\.Ian;lin;“_l_.\' ,'|_|'|{| :‘u!nr[,ﬂjt_l.'
15 June 2004

ASSIGNMENT

| confirm that | am the author and legal owner of my contribution to the proceedings of the
Witness Seminar and of any comments I may have made on any draft transcript (* my
Contribution” ), and | assign o the Trustee of the Wellcome Truse (“the Truse”™) the
copyright in my Conrribution

SOUND RECORDING

| -;'H-:'||III:1I I|I.I.‘| ||1l.' onure -_r-|-:.'r|5r_|'|r il !'|L|. '||| ||||'||.': |Ig|l|\. i:'u I,||y -»::-;|r*;-;| |:_'|_nr.:|||l_§'_ |'|'_,|1||_- |_||. my
Contribution by the Trust ar the Witness Seminar (*the Sound Recording”™) and the
Iranscrept made of the Sound B -"-l.1lllf.: |"l.'-.llll:.'I to the Trust for the full |'u'|||.~|| of COpry ||l_:|||

Inc |I|l“:'|:_' I” I!'!1-C"|‘|.I|1- .||||_| eXfensrons
PUBLICATION

I ilLI'\I1I.W~|'-"i2|j',L' the right ot the Trust as ASSIgnee of the nnp!.'rl|_;||l in my Contribution to
publish my Contribution in whole or in part.

I acknowledge the right of the editor of any publication of my Contribution to edit my
Contribution provided that my approval of any changes made by the editor will be obrained

(such approval noet to be unreasonably withheld).

USE OF MY CONTRIBUTION

[ TESCTVE EII'.' I'i__L',l':l (L8] III--II‘\L' use of my { 'I.'III'!:'i|E-L:|Ii|r:'|. ]1,|'.'|||-_[ 1.]r-|: |,:|H.1-|:_||_|1|_-|_‘| :}'..L_- l"h;'l"“il},'\llﬂ.:] l!-l.

the Trust for me to do so (such permission not to be unreasonably withheld) and | confirm
that in any such use I will ac knowledge the Trust

Signed......




|:|

rl.-!.l.'.wmr Patricia {.I'I'l'l.".'lr.'.‘-' |I~':.|: :]:'[. ] 015 |{|_".'|:'||,|l|_|'~

Department of Obstetrics & Gynaccology, [ reynolde@scl el
Coombe Women's Hospiral, ol
DUBLIN 8,

EIRE

9 June, 2005
Dear Professor Crowley,

Witness Seminar: Prenatal Corticosteroids, 15 June 2004

| hope you have received the draft copy of the transcript on "Prenatal Corticosteroids for redu.

Maorbidivy and Moreality’, vo which vou contribured.

We have yer 1o receive any Ccomments or cot recrlons, S0 we are (-'|'|.\|||l\.,i|'|;; a copv of the original
letter of 7 December 2004, the pages with your contribution and a second ._up'ru;-‘h[ assienment

torm :|1l||:- one for vour records).

Your corrections -t|-*:1g with any x-ll'-'L'H!"l‘l‘-lj'-'th' will be I.l.l;|"l'-ltl.'1:. in Archives and :"'-|.'|r'|'.I\-..Ii'|“'I-.
Wellcome Library, along with the t ipes from the meeting.

| would be grateful if you could returr your correcrions within two weeks, by 25 June 2005

.".I1_'.' ||.'.|'||'::.' LlL'I.-.I:n.' could COmMpPromise :l'.;' !-l,-.nn._-.,i |1|!|'|;|,L islaly x‘l.._u- .;-.|. _\;:1-,'.-‘-31_1-:1.__-: 2005. |-_|:|-_k-1_
volumes are freely available ar: www.ucl.ac.uk/histmed/witnesses.html

If you think [ could answer any questions, please contact me by telephone on 020 7679 8123, by

Fax on 020 7679 8193 or by e-mail at Lreynolde@ucl ac, ok

"L.El'.l I's SINCENC | !r'-»

Mrs Lois lh':rmu]dn-.
Research Assistant to Dr Tilli Tansey
ec: perowley@coombe. ie

enc: Crowley pages, 2 x ul[‘_‘-'l':y,hl assignment form, original lerrer




Lois Reynolds

From:
Sent:
To:

Ce:
Subject:

lain Chalmers [IChalmers @ jameaslindlibrary.org)

15 July 2005 08:21

ucgarey @ ucl.ac.uk

patc @ indigo.ie

RE: Witness Seminar: Corticosteroids : Patricia Crowley

Dear Lois

]I'L'L' fil'.'-1 ‘*I“:L‘L‘H L] |1Itr|;t;\'ull {'|'||'L~.'||.'_'.' I’li.xh'; '-".'uaI|-L| vou send I|1-.' LFANSE Ij}‘f ele |!|JI'I'.'-..I|.|'-.' [ |':l.'|' al
patc@indigo.ie today, and she will get back to you promptly with suggested edits.

Best wishes, [ain C

-Original Message
From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: 14 July 2005 13:46
[a: lain Chalmers
Subject: Witness Seminar: Corticosteroids ; Parricia Crowley

Dear Sir lain,

I have been unable to contact Professor Crowley at the address and email
below. 1 would be :,:!.llc'j.ul for any other contact that you could suggest.

We would like to send the final proof out this summer, but are reluctant to
do so with a very large part of the transcript in its original state.

Best wishes from Lois Reynolds

(=0=-0-0-0

Professor Patricia Crowley FRCPI, Department of Obstetrics & Gynaecology,
Coombe Women's | [u:~|15l.1|, Dublin 8, EIRE

email: P 1-:.".'.'||;.l.'[-"u.u||1'||:*.~|;_i|_-
O=0=0)=0=0)

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

] [i‘-\.ll'll".' |.'|"-[..‘III"§.'"[i|:.": | I:.:L'i'”l:['-' r“.[l.'l.li..'il'll:' l: ||'II|.|J'\

Wellcome Trust Centre for the History of Medicine
at UCL

210 Euston Road,

LONDOM

NW1 BE

Tel: 020 7679 8123
email: Lrevnolds@ucl.ac.uk
Fax: 020 7679 8192

www, uclac.uk/histmed/witnesses. hrml

[he Wellcome Trust Cenrre is '\L]['I-’.Tl-.:-r'l'i:l.l. by the Wellcome Trust, a registered
charity, no. 210183, ;
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Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk)

Sent: 01 August 2005 13:08

To: Patricia Crowley

Subject: RE: Witness Seminar: Corlicosteroids : corrections neadad

£

Crowley-cprtf
orm-9605.doc _ ] _ _
Many thanks, Protessor Crowley, tor your corrections. May | send a corrected version this

afternoon by email, so that you are h.lp]w with the version thart is distribured for return |1:.' the first week in

Seprember?
And, we would be grateful if you could sign the copyright assignment form and return it by post.

Best wishes From Lois

Ulig;iu.ll Message-----
From: Parricia Crowley [mailto:parc@indigo.ie]
sent: 31 July 2005 19:44
To: ucgarey@ucl.ac.uk

Subject: RE: Witness Seminar: Corticosteroids @ corrections needed

Dear Mrs Reynolds,

Please forgive me for my delaying your work on the Witness
Seminar. | attach a corrected version of my contribution. I am leaving for
annual leave on Saturday August 6th. If there are amendments you would like
me to make before that date please E-mail me and in addition telephone me
on 00353 872547633, Please relephone me, using this number also, when you
are w:u|i:1g the |1ruu'_‘-x. Please « Onvey to D, "|'.in-.-;:f my .|!1n'_n:_1|-;~; tor
delaying martters. It was a poor response to the great pleasure [ derived

from being involved with the Witness Seminar and to the events it records,

Chriginal Messape-----

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: 15 July 2005 11:31
[ "o parckd Tt i-t:-l.i-.'
!"l]l'l;'l;'l.l: Wirness Seminar: Corricosteroids ; ¢ Orrections |‘:-;'q;.,!|_'\,:=
Dear Professor Crowley,

We are gratetul to Sir Iain Chalmers for sharing this email contact
and
hope all is well with you.

Attached are your pages, the or iginal lecter sent in December 2004,
the
recent reminder letter and the copyright assignment form which gives us your
permission to publish your contribution .

| would be [.:'.I.!I.L'|.L:I|n for your comments, correcrions, and a 2-3
sentence
|.'Ii.'::-;':||'||.'||:'|i'\...'|| note :-».:'||'|'|p[c for style ar the end L:l'}'11g|r1n_]§;-u'-, which can be
sent by email. Please sign the copyright assignment form and post it to the
address below.

"-,_'i'||_!_--| sOme ]I.I.\_l"{ " | [.t.l'l.1| |1:{'||'|| -.|l!:1:l.' '.‘.'I“ 1I"n.' SENL [0 VU In 'l:l?l,l*-.[ or
carly




September for return within 5 days, if we are to meet our publication
|_|r.';'¢-.|,||r'||.: .:|'| ?“:L"I- |.|T|.I"'§_|

Best wishes from Lois Reynolds, co-editor with Tilli Tansey

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Welleome Trust Centre for the History of Medicine
at UCL

210 Euston Road,

LONDON

NW1 BE

Tel: 020 7679 8123
;‘:1]:];" ::.:'l;':\'l:.ﬂ'l‘l]"-(."l '.lL'l...h. .lll:n:
Fax: 020 7679 8192

|

www.uclacuk/histmed//witnesses. himl

The Wellcome Trust Centre is supported by the Wellcome Trust, a registered

chariry, no. 210183




engage in evidence-based practice. | spend a lot of my time ar the moment
with professors of educarion who don't believe in systemaric reviews of the
evidence. This is about the role of the expert, and the relationship berween

research, evidence and pnli;_'-.' across a lor of different secrors.

Crowley: As an obstetric senior registrar in 1985, | rook over the care of a
woman who was |1.l".'iﬂ;_1 an anteparum l.lr_'lm:lrl'!l.lgc at 37 weeks gestation.
We thought she was 37 weeks because of an error in estimating the dares
made earlier in the pregnancy. Because of continuing antepartum
haemorrhage 1 induced labour following consultation with a supervising
L':H:I.'ﬂll:.l'l'.l.. H':ll_' I:..tl'.l not h.lli .|'|'|.|'2.'|].|1:|.| ﬁtL'r(iiLi‘i, .\_K\lhl;,' WS, i_n j':',-l'l_'[., I:Irll}' :!lj
weeks '::-.'kl.alinr] and the |uh-j.' wWent on to q|t,~1.'q'lu]'- severe RDS and after
p!lﬂun;;nf ventilation survived with severe cerebral palsy. His mother sued
the hospital, my consultant colleague and myself. The patient was awarded
Euros 4000 million -.:1|:1|1{'|:x:1lim1 in an out-of-court settlement because |
had failed to give her antenatal steroids. The decision by the protection
society and the legal team was that whereas other obstetricians might be
able o defend themselves against not giving antenaral steroids in 1983, the
papers | had published demonstrating the evidence in favour of antenatal
steroids prior to 1985 rendered my failure to prescribe antenaral steroids
indefensible. 5o a very disabled 20-year-old man and his parents have
suffered a lor as a result. This medico legal event contributed a further

chapter to my 30-year personal involvement with the antenaral steroid

SLOry.

Hey: One of the good things that came our of the book, Efective Care in
1]

Pregnancy and Childbirth, was a version which has been widely read by

parents, wasn t it~ Not many other branches of medicine have pursued it

through to thar point yer, have they?

Dr Edmund Hey wrote: “The first edition of A Guide o Effective Care in Pregnancy and
Chilefbireh was I,!-L|||-||-||.'-:1 in 1989 lE:.]E]{LI:I et al ':|..|H‘J:l|. There have been two further




Lois Reynolds

To: Patricia Crowley
Subject: RE: Witness Seminar: Corticosteroids : no attachment received 6/9/05

Thanks, Parricia. Best wishes from Lois

Original Message
From: Pacricia Crowley [mailto: parc@indigo.ie|
Sent: 11 "--_'|1I:-.'|1'.|1<.'| 2005 17:09
To: ucgarey@ucl.ac.uk
Subject: RE: Witness Seminar; Corticosteroids : no attachment received
G905

Arrached rables with amendments requested

Original Message-----
From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Senc: 06 f“i|:|1|L'|:L]:|¢"r 2005 16:38
lo: Parricia Crowley
Subject: RE: Witness Seminar: Corticosteroids : no attachment received
G905

Dear Patricia, no attachment. | lllil-]i.JH'a-', forward o ~.-;-|;i|;-5_-' VOLUT COrrectlons.
May | ger back to you in the next week or so with any queries? Best wishes

from Lois

-=-=-Original Message-

From: Patricia '[.,I'U'p'-u'!:-:f.' :|‘."L.Li5_ll-:|1.LIuEJJ ill_-jif_{n_u_-_
Sent: 05 September 2005 20:21

To: uc garey@ ucl.ac.uk

Subject: RE: Witness Seminar: Corticosteroids : corrections needed

Lois,
Artached amendments for page numbers and ticles ;:|i:.|_:|1_|i!_'|]1|-:_'l._| in _1,--;_-|[.::-1,u_ 1
hope these are helptul.

Original Message-----
From: Lois Reynolds |mailto:ucgarey@ucl.ac.uk
Sene: 03 ."'.u;zu-ﬂ. 2005 11:49
To: Patricia Crowley

Subject: RE: Witness Seminar: Corticosteroids : corrections needed
hank you, Dr Crowley, for your corrections.

Artached is a WORD document of the ilustration discributed at the
meeting,

| would be grateful if you could add the page numbers and titles highlighted
in yellow. I am particularly concerned about the correct citation of the
2004 Cochrane Library reference.

I would be ]mp!“.' to send the final prnur'LuFu- of this transc ripe o

1




another
address, other than the following, it you could let me know betore Saturday:

Professor Macricia [:||,;|l.\'|;;_-?,' FRCPLI Jepartment of Obstetrics & (i:.'n:u:-_ul-;:?‘:.'_
Coombe Women's Hospital, DUBLIN 8, EIRE

As you will know from your own experience, final proofs need a very
close
reading, particularly of the references. And it is viral that we receive
your corrections during the first week in ."ic[m:n'llrr.'r. | |'1I.'|E'II.' it will be
pusy;i]_\ln_- for me to contace you .11_;:1ir1 i‘)_l.' email with any other LI‘_HL'J'EL'?- that
arise in September.

]'{H'L"'.' <A |II|‘.'I'_'I:'.' h“]i.tlﬂ!.'.

Best wishes from Lois

{}l[il:jn:!l Message-
From: Patricia Crowley [mailto:patc@indigo.ie]
Sent: 31 July 2005 19:44
To: ucgarey@ucl.ac.uk
j‘illhil.'l.. | [{E" 1"-"\.“ eSS H['I'l'.l‘i['l.".': { t”” iL I.'I"||'i.'|'|:|j1.1"; : COrrect il.'ll'l.‘i I':II;_'I._'i.:IL":_i

Dear Mrs Reynolds,

Please forgive me tor my delaying your work on the Witness
Seminar. [ attach a corrected version of my contribution. I am leaving for
annual leave on Saturday August Grh. If there are amendments you would like
me o make before thar dare please E-mail me and in addition telephone me
on 00353 872547633, Please 1;‘]c'|1|‘1l.|I1-;' me, u-.ing this number also, when yaul

are sending the proofs. Please convey to Dr. Tansey my apologies for

'i.]*.'l..:l_'l-'.:”?:. IMALIErs. [1 Wias a PU‘“I ||.'51|'||'|['|51{' (4] LEIT.' "I_'..'i.'.l[ |1|!'.'.:|.‘-|.||I.' | kl'l.'|i.‘|"l.'k|
from being involved with the Witness Seminar and to the events it records

-----Original Message

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: 15 July 2005 11:31

To: parc@indigo.ie

Subject: Witness Seminar: Corticosteroids : corrections needed

Dear Professor Crowley,

We are grateful to Sir lain Chalmers for sharing this email contacr
and
!1(’]*‘: -\.'l.]l i:\ \"-'L'I.J 1‘-'i1h :'.'(.:lu.

Artached are your pages, the nl'j-:;jrl.il lerrer sent in December 2004,
the
recent reminder letter and the copyright assignment form which gives us your
permission to publish your contribution. - .

I would be gratetul for your comments, corrections, and a 2-3
anicnoe
]‘.linl__r'r.i]'.-hi.u'.il noe |:.\:I]:IL|1|L' tor '-.I_',"i-;: at the end of your pages), which can be
sent by email. Please sign the copyright assignment form and post it to the
address below.

"'."i}'irh Ome |.u-:..li i I"uml |'|I!'¢'w.‘.-i'- Copy ‘.-'«.Ili |;1-|_' SENL 1O VO ir] ,"'l.ug;[::,l 0r
early I 3




September for return within 5 days, if we are to meet our publication

deadline in November.
Best wishes from Lois Rl'g.'nu]d.\. co-editor with Tilli Tansey

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
ar UCL

210 Euston Read,

LONDON

N1 BE

Tel: 020 7679 8123
email: |.reynolds@ucl.ac.uk
Fax: 020 7679 8192

www.ucl ac.ukfhistmed/witnesses.himl

The Wellcome Trust Centre is supported by the Wellcome Trust, a registered
chariry, no. 210183,




Final Amendments to Prenatal Corticosteroids for Reducing Morbidity and
Moritality in Preterm Birth.

Page 27 — no change

Page 28. Paragraph 2, Line 12. Obstetricians were obsessed w ith trying to stop preterm
labour rather than with trying to improve the outcome ......, ~

I think with is better than “on”

Page 29 Footnote reference 39

Howie RN, Liggins GC. (1978) Clinical Trial of Antepartum Betamethasone Therapy for
Prevention of Respiratory Distress in Preterm Infants. In: Anderson A, Beard R,

Brudenell JM, DunnPM (eds) Prererm Labour: Proceedings of the Fifth Study Group of
the Royal College of Obstetricians and Gynaecologists : Royal College of Obstetricians L
and Gynaecologists. London pp 281-259.

Iy

I".'
Page 29 Line 9. Delete “And”. Should read *1 based the paper ...

Page 30. No changes.
Page 31. Mo changes /
Page 32. Paragraph 3. Line 4. Amend to ** Work from Melbourne in the 1970s..." delete Bill Kichen

Reference Number 47 should read ; DL PR

i i % { " I 1
Crowdey P, Chaliners [, Keirse M (19900 The effects of cortcosterond administraton belore preterm delivery

L8 i : : P £
e S | 1 af (Ol 1 s Tt 1,78
an overview of the evidence from controlled rrials, Britsh Jlournal of Obsterrics and Gynacscology 9 ]

Reference 48, J

Doyle L W, Kitchen W H, Ford G W, Rickards A L, Lissenden J V, Ryan M M. (1986)
Effects of antenatal steroid therapy on mortality and morbidity in very low birth weight
infants. Journal of Paediatrics 108: 287-92,

Page 33. Reference 50.
Crowley PA (19955 Antenatal corticosteroid therapy: a meta-analysis of the randormsed
trials, 1972 to 1994. American Journal of Obstetrics and Gynaecology 173:332-335

Page 34... No change.

/
Page 39. Paragraph 3. Should read “systematic reviews"” not systematic trials. Typo in
systematic. ;

Page 43. Second paragraph. Reference to excessive performance of subgroup analyses
refers 1o Robertion relerence :|]|'-.':|L!} 1'\|'|:|I!-.l-.'x| UpOn on page 31 and reference footnoted

as Reference no_45. The counter-argument appears in all the systematic reviews already




cited e.g. Oxford database 1987; Crowley et al 1990; Crowley 1995; Cochrane Review
2005,
Page 44. No change.

Page 89. No change.

Page 91. Paragraph entitled Crowley.Line 9. Should read 4 million euro not 4,000
million curos.

Footnote 159 In relation to date —child born in 1985, Legal settlement of 4 million in
2003.

Page 113. Biographical note ..... Senior Lecturer at the Department of Obstetrics and
Gynaecology, Trinity College Dublin since 1990.




PRENATAL CORTICOSTEROIDS FOR
REDUCING MORBIDITY AND MORTALITY

The transcript of a Witness Seminar held by the Wellcome Trust
Centre for the History of Medicine at UCL, London,
on 15 June 2004

Edited by L A Reynolds and E M Tansey

Dr Patricia Crowley: [ first heard abourt antenatal corticosteroids in an undergraduare
lecture in 1974, The possibility of preventing RID5 made an immense impact on me
because the first baby 1 delivered as an undergraduate died in the neonatal period from
RDS, despite weighing seven pounds and being born at 36 weeks. So the scene was set
for a life-long interest in this topic. Later, in 1977, as a senior house officer in neonatal
paediatrics, I artended a lecture on fetal lung maturation given by Professor Mel Avery,
who was an invited lecturer ar the Irish Perinatal :‘;Hu‘i-.'[f-". At a time when young female
medical graduates had few role models, an innovative paper delivered by an attractive
woman made an enormous impression, especially as [ was continuing to see premature

babies die on a regular basis from RDS.

_|"I|.|: r.h..]'[ [ln]l_ [ Was wl:'lrll;lnﬂ |" '[hl: N,lli(:ln,l,l h1.l|{'r]l|'} I‘[thl‘.ll[.ll. i)ul‘lllﬂ.. “].“Lh II.'I")[L'“:.'I.{ H |
culture of nihilism rowards most medical interventions, with the exception of those
ordained by institutional policy. I encountered a woman whose previous baby had died
from RDS, and together with a paediatric colleague, approached the Master (Clinical
Direcror) of the h-:r:‘|1'5[:ﬂ to obtain permission to prescribe antenaral corticosteroids for
this parient. That was the first and only time in a two-year spell in obstetrics and

paediatrics berween 1976 and 1978 that | was allowed to prescribe antenaral steroids.

I then went to work in the Hammersmith Hospital in London and in 1978 attended a
mecting at the Royal College of Obstetricians and Gynaecologists (RCOG) marking the
publication of the proceedings of the 1977 RCOG Preterm Labour Study Group. Ross
Howie had attended this :m.'l.'[ing in 1977, and |.‘lrl;.'.‘i<.'|‘|[l.'l.1 a papcr il1it1!|}' authored with
Monr Liggins on the outcome of 1068 women and their babies who had been enrolled in

randomized trials of antenatal corticosteroid therapy. This showed a massive reduction in

neonatal mortality in those babies who were exposed in utero to antenatal steroids. The

Proceedings of that Preterm Labour Study Group contained 14 papers on tocolysis and
:ml:.' W0 papers abour feral |.u|:1g maturation — a clear indication of where the L‘JJ'l|'lh:’I!~i!~ of
British obstetrics lay at thar time when it came to preterm labour. Obstetricians were
obsessed with trying to stop preterm labour rather than on trying to improve the
outcome for the premature baby by accelerating lung maturation. Despite a dearth of

actively

objective evidence of efficacy, a variety of betasympathomimetic drugs were being

Howic and Liggins (1978).




promoted by the pharmaceutical industry at this time, whereas no pharmaceutical

|._'I,}t'|‘|!'§l;'|]'|_}' WS FIFL'I-IZ'HI.HiII_|1;'| ||'Il.' LI5S l."i- iH'I[I.'jLIIJ] '\[L'r':f'il..l\-

In 1980 at the Hammersmith |lm|'|i.l:i|~ London, Professor Denis Hawkins founded the
Journal of Obstetrics and Gynaecology. He received a paper from Ben Sachs, a British
obsterrician working in the US, which reviewed the adverse effects of antenatal steroids
and the lack of evidence to support their L'I-Iic;lufr'.'l He challenged me to write an
opposing view to this manuscript. This led to a paper written in 1980 and published in
1981, entitled ‘Corticosteroids in pregnancy: the benefits nuuwt'igh the coss™ [ was
cither l1|.n;.'kj~' or LL:.’._‘.'. because 1 decided to i;;l‘mru observational evidence. .’\]lh“tli”,h | had
never been hutf—’.lﬂ that the randomized controlled trial was the best form of evidence,
instinct led me in that direction. My literature search yielded four randomized controlled
trials of anrenaral steroids. And [ based the paper on wWo tables derived from
amalgamating the results of the four trials, showing substantial reductions in neonartal
mortality and morbidity in babies whose mothers were randomized to receive antenatal

steroids. [See Tables 1 and 2.]

Mamurity Betamethasone Cian |‘:‘.'ll| ErOuf [ntference
{wecks) treated group
(%)
Liggins and Howic (1972) 243 i P < 0,002

Block et al. (1977 =, . 0 [T T [ P <0.05
| e
|

Papageorgion e al. (1979 b “:h

lauesch er al. (1979) 5 13 a0

Table |, incedence of respirato
r..

Lipging and Howic (1972
Block eral {1977

har :
Papag pion ef af,

Table

By the time this paper was published in 1981 I had started a nine-month attachment at
the Nartional Perinatal Epidemiology Unit (NPEU), which was one of the most
rewarding periods of my professional life. Anne Anderson and lain Chalmers read the
paper and invited me to contribute a chapter on antenatal steroids to a book that they
were planning on f:_-,I!',Fr.'I'H-H' Care in Labour and Delivery. This was intended to follow
f:_'l,!?.;-.-.'.fn-,-;.,f,,- and ,";'.-,lu'_-;ll',.'n';.fru,' in Antenaeal Care.' 1 started work on a l.:hJ[Hn‘F on fetal lung
maturation, examining the evidence in relation to antenatal corticosteroids and any other

agents that aimed to accelerate pulmonary maruration

Progress on this |'l|n]‘ln:il.'c| book was delayed by the illness and eventual death of Anne

.-'"|.;|'||;|:¢'r5~|;5||, It was |;"n‘|_'r'|l|L:t|i:.' :C.I.|.T~'LJI:1'||,'1,‘| into a much more :L]I'lll"i'lil.'ll.l‘i YeEnoure, .Ir'.:.{?n:-'n-"-'.é'e'

~ Sachs (1981).
Crowley (1981).

" Enkin and Chalmers (eds) (1982)




'_ rowvley’s pages

Care in Pregnancy and Childbirth. Meanwhile, led by lain Chalmers, a group of
individuals based at or associated with the National Perinatal Epidemiology Unit, became
involved with the development of the Oxford Darabase of Perinatal Trials, which aimed
o idumii':l.-, assemble and analyse all published and 1.|.r'|p1.L'|1|j-|11.'c|. randomized controlled

trials available in the world literature in perinatal medicine.

I left Oxford in 1981 and returned to Dublin to continue to train as an obstetrician bur
mainrained my contact with the MNPEU. My associares l.l.'url-:iuy, with the Oxford
Dartabase regularly alerted me to new trials that had been uncovered by enthusiasts who
]'[;Lf_{ ‘;.I_:'“th;_-d ||"1_ Ii[k'l',lﬂl.]r{' ] E"nd |,:|I'|I.i|:":l]}]i.'<_'l,|_ [I'i.'ll:\\.. -]-I'll'.' rext [h.l".'l' !-"L';.‘l.!-:\ SaWwW lh‘.
publication of follow-up dara from the Auckland trials and of the results of the US NIH
Collaborative Group on Antenartal Steroid Therapy study.” With hindsight, we could ask
whether the Collaborative Group trial should ever have taken place, because at the time
when recruitment was taking place for that trial there was already substantial evidence in
the literature that antenatal steroids were effective and safe. If we look at the 1000 or so
babies who received antenatal steroids in the randomized trials prior to 1980, and the
1000 babies who received placebo in these trials, 130 of the babies who received placebo
died, compared with 70 of the babies who received antenaral steroids. Were those who
were recruiting participants for the NIH Collaborative Group trials unaware of these
results? Had clinicians or parents been aware of these results, it would have been difficule

to persuade anvone to be randomized o placebo in the late 1970s or early 1980s.
] b )

As the 1980s progressed, I regularly updated my collection of randomized trials. Because

of a series of :,ul-.grnup a |1,|,]:;x'-:.-:1 1,'|Jn'rgi1i1; from the US NIH Collaborative {;Juup trials, |

became interested in sub-group analysis of the outcomes of the accumulated trials.
Commentarors on the NIH trial r._-p._u[ud that antenatal steroids were effective :Itl.lil:l]}' in
babies of between 32 and 34 weeks, and ‘worked’ in black females but not in white
males.” I went back to the collection of trials that I had accumulated and looked ar what
happened to white males in Auckland and found they benefited from antenaral steroids.
This was how many of the sub-group analyses pmduu:d in the original systemaric review
of randomized trials came into being. It was driven by a nced to refute a number of
reviews questioning the efficacy of antenatal steroids based on these sub-group analyses,

principally from the NIH Collaborative Group study.

Some form of systematic review of antenatal steroids was part of my life in various ways
1|:|n:|u1_1,i1nul the L':Ll'i}-' 1980s. The ]‘.ll'm.'t.'n'k“ng'- from a conference 1 attended in Il'EI:"' in
1984 show that 1‘1_': then 1 was ]nnkiug at the outcome of seven trials, |-::--.r:~{.'|}' .*-}'r'l1|!t'-hirii11§
the outcomes.” In 1987 to 1988 the technology became available at the NPEU o
prc‘.n;luu: a |:|'|-::1,'|.-Lm.i|}'a.1'lc with L'IL'LI[‘]I:IILI...;."“:\I entered data, and 1o gencrate results in the

form of Odds Ratios with confidence intervals. The review of antenatal steroids became

* Chalmers er al. (eds) (1989),
Collaborarive Group on Antenatal Steroid Therapy (1981).
Roberton (1982)

' Crow |.'_l. [ 1986,




|hl.' J“l]"\‘l Lo i!ll'.' l']H.L'l.'I'.'I.J (4] lhl'_' {.}:‘(E.L':H.] ]}:Il.i]'lul?'{.' l.'-jl ]]L'li:l'lill.:il .J.] i...lE.'\. .!.l'li'\ Was a4 Very cxo |t:|['|u
time, when, after years of collecting data, I saw graphic evidence of the efficacy of

antenatal steroids in preterm babies in general and in all relevant sub-groups.

By 1989, when the results of the antenatal corticosteroid review were available in an
attractive, accessible electronic formar on the Oxford Database of Perinatal Trials and on
paper in the book f'._-,ffr"r'r.l'.lu' Care in f’J'r;g{J:aarJ.:;' and Childbiveh, 1 t]1::1!1;l1| that this
informarion was accessible 1o obsterricians around the world, and believed thar no furthes
publications were necessary to promote the use of antenaral corticosteroids. However, |
was eventually persuaded by lain Chalmers to publish a paper version of this systematic

review In the Brieish Journal of Obstetrics and Gynaecology.

Looking at practice throughout the world with respect to antenatal steroid use, it is only
after 1990 that we can see any more than 20 per cent of preterm babies ]u:in_g vt]:un:.{'gl o
.illl.»:.'r]:ll.l| :\-!I'.'T‘l:liLl.'l- i!'l. .'l.ll:l-' |_'1:|L!I11r.'.'. ‘-\'i:l.h ||"|L' t'x';.l'.'F‘til.'ll'l 1:I|- .l"'l.l.["\-‘lrdl.i.‘l :1[1'.' N':."‘.'l-' I‘L'.I.]itl:l‘d.
Work from Bill Kitchen in Melbourne in the 19705, showed 45 per cent of Melbourne
babies in the 1970z were treated with antenaral steroids prior o delivery.” Elsewhere
around the world, it fell often under 10 per cent and never higher than 20 per cent, up to
1990. So the publication of this paper in the British Journal of Obstetrics and Gynaecology

Wil i |.111qlr1].ir1-c il'!l terms III'!. .l]'I'I.F'lt'H‘-'i.r]I_" thll' LESE H‘i. iir'lh'.'l1ﬁ[ﬂ|. ‘I?E?H.'ﬂi![iil.}] .‘-H.Tliritjh. ;

In 1994 the NIH Conzensus Conference on antenatal steroids ook ]'l|:=H.'c_i. Ar thar
meeting | contributed an updated version of the systemaric view of antenaral steroids,”
derived mainly from the electronic review published on whar was by then the Cochrane
Pregnancy and Childbirth Darabase of Perinatal Trials." The rest of that three-day

meeting was taken up with many observational studies, and laboratory-based papers on

Crowley er al {19954

SNE ]ﬂ.—l-ln-.l“ :'r-:.".r 1. W, Kirchen W& H, Ford G W, Rickards A L, Lissenden

] V. Ryan M M. (1986) Effccts of antenaral steroid therapy on mortality and morbidity in very low birdh
weight infants. fourmal of Paediarrics 108: 287-92, QR these-vwo-from-the Atsmalian Wit Sem: Kirchen-W

. i"._\.ln MM -Rickards-A—er-af-{ 197 8)-A iml!_'_1:||||i|1.|| ﬁ'!||||:r ol very |-|lw-|=-|rl|1w-.'|!_'_|':l i fams -1 :‘l-lad-::i_!.'

design—and-mormalioyraves. Developrrental Medicine and Child Newrolagy 20, 605=18Kichen W H,

.'L'.
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Can VOLL SUFEEST 3 MOFe Fecent reference here?

Mational Institures of Health (NIH) (1994). Their recommendation was o give a single course of
corticosteroids — rwo doses of 12mg of beramethasone given intramuscularly 24 hours apare or four doses
of 6mg of dexamerhasone given intramuscularly 12 hours apart — o all pregnant women berween 24 and
34 weeks EESTALHON considered 1o be ar risk, ¢ ||r|:;.|||_l.'. of preterm delivery within 7 1.1.1_'. 5. Freely available at
hitp:/fconsensus. nib.gov! 1994/ 1994 AnenaralSreroid Perinaal(95himlLhim  (visited 28 Scptember 2005)
See also Consensus Conference (1995).

" Crowley (1995). Fificen trials listed in descending order of quality presented ar the NIH Consensus

Development Conference in Bethesda, MDD, on 28 February 1994,

" The first systemaric review by Crowley appeared on the Oxford Darabase of Perinaral Trials in 1987, The
] ] ¥ apy

1996 version appears as an example of a Cochrane Review ar www.cochrane.org/reviews/exreview/him

(vistted 2 August 2005). See also Figure 6.




antenatal steroids and following the three-day meeting a strong recommendation was

peleased, urging absterricians in the US to use antenartal [fpu‘li:tl:ﬂ?] steroids.

In 1996 I was invited by the Royal College of Obstetricians and Gynaecologists 1o
update a guideline on the use of antenatal steroids issued in 1992." The revised
guideline, based on the systematic review published in the Cochrane Library,
strengthened the recommendarion from the RCOG on anrenatal steroids use. By the late
1990s, 70 per cent of preterm babies delivered in the UK were being treated [##whose

mothers had been treated??] with antenatal [?prenatal?] steroids prior to delivery.

Within a year or two of finally adopting the evidence-based practice of prescribing a

single course of antenatal steroids to women at risk of delivering a preterm infant,

obstetricians started to prescribe repeated courses of antenartal [?prenatal?] steroids. The
practice of repeated courses of antenatal [?prenatal?] steroids to women who remain
undelivered a week or more following the original treatment crepr in rapidly, without any
evidence to support its safery or etficacy. All the evidence from randomized trials relared
to a single course of antenatal [?prenatal?] corticosteroid therapy.

[Figure 4 here; Caption reads: Meta-ar

o
E

This widespread practice, unsupported by any evidence, generated the need for a new
round of randomized trials to evaluate the immediate and |uila=, term benefits and hazards
of a single course, versus repeated courses, of antenaral [?prenatal?] steroids. These trials
are currently recruiting, Had the publication of the Auckland trial in 1972 been followed
rapidly by a large multicentre trial and by the subsequent use of a single course of
antenatal [?prenatal?] steroids as the standard of care, trials of single versus repear courses
of antenaral [E‘pn_—n;lml?] | steroids would have taken [1|:i|.l.' in the 1980s. So, ].ll';:-::]f;' due to
a collective professional failure to disseminate and implement evidence concerning an
effective intervention, progress in the area remains about 20 years behind where it should

h‘l'.'.

Crowley: Through all the systemartic reviews of the trials we have kept an eye on
intraventricular |1,iq:111::rr|:1,1_Lr|g' (IWYH) and ]'.urrir:‘ulrl-.Llj:u' leukomalacia (PVL). There is
good evidence that these adverse outcomes are reduced by antenatal steroids across the
gestational ages. The use of early postnatal steroids is associated with an increased risk of

adverse outcome. Antenaral steroids are protective 1n erms of neonatal |5l"-'l|-f“'J“$',f'-'~

See note Erroe! Bookmark not defined..




whether you look at the brain at autopsy or with imaging techniques for PYL. Would

you agree with that, Jane?

Crowiley: | think the results of the US Collaborative Group trial ser things back, because
this was the first of the randomized trials published that didn’t show any difference in
neonatal mortality, even though it showed a difference in respiratory distress and in
particular the duration and the cost of neonatal care. This was the first crial that looked at
economic outcomes. But nonetheless, the lack of difference in neonatal mortality scemed
to get a lot of press and then the excessive performance of sub-group analyses was given
undue emphasis, even though these sub-groups had not been specified at the start of the

trial. They were produced following data-dredging after the trial had concluded, and

these were emphasized, for instance, in that editorial by Cliff Boberton.” You referred to

the survey of Members and Fellows of the Royal {:n”c;:t of (Obsterricians and
Gynaecologists, which asked obstetricians about their practice and what they said they
did, which is not the same as what we actually do.” While 44 per cent of obstetricians
.\l]l'.-'t':.'t"l'.l. in 1979 said thar they used antenartal corticosteroids ‘often’, only 12 per cent of
preterm babies recruited to the UK Ten Centre Study of artificial surfactant had been

exposed 1o steroids antenarally.”

Crowley: Could I remind you that in the Auckland trial a lot more babies died in the
|_‘|L1.._‘1:i‘:-n::| !ﬂUUFh :Ind [i]:::|1_'|:::-|'|_' one |“i§=|'|[ I‘I.I‘-'-:_' 'i-'.":J"i.'l.'[L"j an il].,-n'.l.ﬁ{'l.l i:ll. -il.]{'rh{- |:||- ;!{i'l. erse
neurological outcome in the survivors from the steroid-treated group compared with the
control group. These survivors have now been assessed at 30 years of age, and it there's
no difference between the two groups at age 30, it's unlikely that there is any hazard

associated with a single dose of antenaral [?prenatal?] steroids.

Crowley: Probably a very important one is the reduction in the risk of IVH and that's a
particular benefit for the most premature babies. Also a reduced number of days on

mechanical ventilation for babies who do get RS,

See Robermon (1982). Dr t:l:lm'll.':.'. could Vil elaborare on the xuh--,-,ruu!'- analysis? Is there a table thar
could illustrane this PR
Lewis er al. [ 1980).

" Lewis er al, (1980); Ten Centre "~!||||:\.' Group (1987)




Crowley: As an obstetric senior registrar in 1985, [ took over the care of a woman who
was having an antepartum haemorrhage at 37 wecks gestation. We ||1uu;:_|al she was 37
weceks because of an error in estimating the dates made earlier in the pregnancy. Because
of continuing antepartum haemorrhage | induced labour following consultation with a
».upl_'rri:"lul:; consultant. She had not had antenatal steroids. She was, in I..I-.1. nH'.|}' 33

weeks gesarion and the baby went on to develop scvere RDS and after prolonged

1.'|'_'l'|1i,|;i|_:i|_:|[| ‘\.l,]l".."‘l‘.'i_';! 'L".'ilh SCVOIT EZL‘T{']ZIF.{'. I'Iiilh!n-'. i]l'-» ]'ﬂd'l[hk'l ‘-ll{'Ll []'I.r.' ]H:lh[!-i[.ll. !'l'l:'-'

consultant colleague and [11:'.'.‘.|.'“-. The patient was awarded Furos 4000 million
compensation in an out-of-court settlement because 1 had failed o give her antenaral
steroids. The decision h_1.' the Iﬁr-.m'-.tiu:'l :-n-."!-;:l}' and the Il-.'1L',-'||- team was that whereas other
obstetricians might be able o defend themselves against not giving antenatal steroids in
1985, the papers 1 had published demonstrating the evidence in favour of antenatal
steroids }'Iriu:r ta 1985 rendered my failure to prese ribe antenaral steroids indetensible, So
a very dizabled 20-year-old man and his parents have suffered a lot as a result. This
medico—legal event contributed a further chapter to my 30-year personal invelvement

with the antenatal steroid story.

Dr Patricia Crowley

FRCOG FRCPI (b 1951) has been a consultant Obstetrician Gynaecologist at the Coombe Womien s
Hospiral, Dublin, and Senior Lecturer at the Department of Obstetrics and Gynaccology, Trinity College
Diublin sinee 19xx.




Lois Reynolds

From: Patricia Crowley [patc@indigo.ie]

Sent: 31 Oclober 2005 17:07

To: ucgarey @ uelac.uk

Subject: RE: Witness Seminar :outstanding queries : 31 Oct 05 : urgent

Lois,

The reference for the paper arising out of the 1984 conference in ltaly is as follows

Crowley P. Enhancement of fetal lung maturity with corticosteroids. In Selected Topics in Perinatal Medicine
Edited by Ermelande V Cosmi, Gina Carle Di Renzo. CIC Edizioni Internazionali, Roma pages 143-148. |
have the book in my hand and cannot find the year of publication mentioned anywhere. However, | have
noted elsewhere that this was published in 1986

The amendment to page 32 is walcoma, although | would prefar “delivered to mothers” rather than “from
mothers”

(1} [}EIEIE 3‘2 Work from Me ”.II.II.II ne in the 1970s, *Il.l'n.'.l,d 15 per cent |_|r el |1|'||,J ne ll-||1|_|’_'k in the
19705 [P

el | trom mothers who had been treared?] were treated with anrenaral srer oids prior
to d;|_1.q .| f

: d
i1
i

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]

Sent: 31 October 2005 13:47

To: patc@indigo.ie

Subject: FW: Witness Seminar :outstanding queries : 31 Oct 05 : urgent

Dear Patricia,

Hope you received the email below, sent on 27 October. 1 need your reply
today, if possible.

Also, you mention your article of 1986, which I do not have in the
references. The context follows.

Best wishes from Lois

0-0-0-0-0

Crowley: ..... The |"|-";?"-l-\'-l-.|||'|-1.,‘\- from a conference I amended in Ix 1]1. in 1984 show that by then [ was
IUULJI'IL‘ at the outcome of seven trials, loose |l, u1|h._-h|.r-||u the outcomes.[2111

Original Message-—
From: Lois Reynolds [mailto:uegarey@ucl.ac.uk]
Sent: 27 October 2005 13:38
To: Patricia Crowley
Subject: Witness Seminar :outstanding queries : 31 Oct 05

Dear Patricia,

Thank you for your corrections. May I ask the following?
(1) page 32: Work from Melbourne in the 1970s, showed 45 per cent of Melbourne babies in the
19705 [2*were delivered from mothers who had been rreared:

were treated with antenatal steroids prior
o -.lLllv.lj. [3][1]

01112005




Page 2 of 2

(2) Attached is the copyright assignment form, which gives us permission to
publish your contribution, which 1 would be grateful if you could print out, sign
and return to me at:

Mrs Lois Reynolds,

Wellcome Trust Centre for the History of Medicine at UCL,
210 Euston Road,

LONDON, NW1 2BE.

Many thanks for your help. Best wishes from Lois

-----Original Message-----

From: Patricia Crowley [mailto:patc@indigo.ie]
Sent: 26 October 2005 21:23

To: |.reynolds@ucl.ac.uk

Subject: Final Amendments to Witness Seminar

Dear Mrs Reynolds. Please forgive me for all the delays that | have caused you in this project to date.

Call me on 00-353-872547633 it any oulstanding queries remain

[1] 1] Dayle er al. (1986 For a discussion on the cvolution of pacdiatrics @ the University of Melbourne Department of
Paediatrics at the Boval Children’s Hospaal 195 I |

(visited 2 August 2005
Tilli asks whether the bracketed material in red above is clearer?

[2] 1] Crowley (1986).

[3] | U-.l}'..x' et al. (1986). For a discussion on the evolution o pacdiarcs at the vversity of Melbourne Department of
Paediatrics at the Roval Children’s Hospiral 1959-2003 Ly L | i i ht

(eisited 2 August 2005)

Tilli asks whether the bracketed material in red above is clearer?

OL/11/2005

]




Lois Reynolds

From: Patricia Crowley [pate @indigo.ie)]

Sent: 31 October 2005 17:16

To: ucgarey@ ucl.ac.uk

Subject: RE: Witness Seminar: Prenatal conlicosteroids : Mel Avery

Laois,

[ leave that judgement in your hands. My very clear memory of her
lecture on antenatal steroids in Dublin 1977 is of a smiling woman with a
great enthusiasm for her subject, and enthusiasm is certainly attracrive.

| agree thar the j*hnlngl.t]‘lh proves the point bur she was even berter "live”.

----Original Message-----

From: Lois Reynolds [mailto:uc gareyle ucl.ac.uk]

Sent: 26 Ocrober 2005 19:18

To: parc@indigo.ie

Subject: Witness Seminar: Prenaral corticosteroids : Mel Avery

Dear Patricia,

Artached is a photograph of Mel Avery in 1965. You remarked at the
meeting
|h.i[ 'l\.'hl_'l:ll YL :.][?l[ |'|L'.|.|l.| " | |.|'.'l.['.|.|L' .|'|'| I]{'l YO Wele Z"!l.l]l"fi!n’.l.l []1.” "'-l!‘\'..'l! Aall
artracrive woman was on the podium. | believe that we altered thar pare of
your contribution. May I reinstate it? This photograph proves your point,
which is one that is rarely heard.

HI._"\.'. 'L'u'!\]'l{"i :-rl'll'l'l [.'.'Il'i

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
at UCL

210 Euston Road,

LONDON

N1 BE

Tel: 020 7679 8123

email: L.reynolds@ucl.ac.uk
Fax: 020 7679 §192
www.ucl.ac.uk/hisomed

['he Wellcome Trust Centre is supported by the Wellcome Trust, a registered
charity, no. 210183,




Lois Reynolds

From: Denise Atherton [datherto @liverpool.ac.uk]

Sent: 01 Movember 2005 09:15

To: ucgarey@ucl.ac.uk

Ce: 5.L.Henderson@liverpool.ac.uk

Subject: Re: FW: Witness Seminar; Prenatal Corlicosteroids, urgent query

Diear Lois

Thank you for your message. 1 have been in touch with the author whe is
updating this review, who confirms thar the contribution and foornote are
correct,

with best wishes,

Denise
--(n 31 Ocrober 2005 12:30 +0000 Lais ]{L'_'.':m]dl; <ucgareyld ucl.ac.uk> wrote:

Dear Denise,
| hope you will be able to assist with my question to Sonja Henderson, as

my deadline is tast approaching. Best wishes from Lois Reynolds

Original Message-----
From: Lois Rf.').'mr«m.l. En:.tif[-.l:u-.gz;m.':-."l"'.|-.]..|-..IL|L'|
Sene: 31 Ocrober 2005 12:26
To: s.L.henderson@liver punl.:h.uk
Subject: Witness Seminar: Prenatal Corticosteroids, urgent query

Dear Mrs Henderson, Review iLmup Coordinator,
| would be ;{[.l[-.'[ll] if you could ler me know whether the tollowing
> contribution and accompanying footnote are correct. The text for this
volume of the Wellcome Witnesses to Twenrtieth Century Medicine, vol. 25,
'Prenatal corticosteroids for reduc ing morbidity and mortality atver
preterm birth’ is going to the designer tomorrow, for publication before
Christmas. The original meeting was held on 15 June 2004,

Best wishes from Lois Revnolds

= U--1-0-1)

Professor Jane Harding (Auckland, NZ): There have been ar least four
trials in the 1990s and [ am sure Dr Crowley will ralk abour this. Bur

the new Cochrane Review, which is in the process of being produced, will

show clearly thar the benefit is still there in the surfactant era, in the
> ventilator era and in the four randomized placebo control trials done in
the 1990s.

> FN. See, for example: Carlan et al. (1991): Garite et al. (1992): Kari et
al. (1994); Botet et al. (1994); Lewis et al. (1996): Silver et al.
(19296); Amorim et al. (1999); Pattinson er al. (1999): Qublan et al.
(2001) Fekih et al. (2002). The new Cochrane Review will nor be available
uncil 2006,

= (1-0-0-0




> Mrs Lois Reynolds
Research Assistant to Dr Tilli Tansey

4 j'{::'i‘.HF:l' H!I -]-'r\'L'[1ti{'||'1 'L-.-'."Ill.l.ll':l.' :\r11.".2i'. :ir1|.' | ;E-!!-II"I

Wellcome Trust Centre for the H:.x-‘.-:wrj.' af Medicine
= ar UCL
= 210 Euston Road,
= LONDON
= NW'1 BE

> Tel: 020 7679 8123
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8192

WOV LLC I Ll .1LL:.'I|"|Zi.'~1 I!'.\'..'l.l.

> The Wellcome Trust Centre is supported by the Wellcome Trust, a registered
charity, no. 210183.

Denise Atherton

Administrative Assistant

Cochrane Pregnancy and Childbirth Group
Liverpool Women's Hospital NHS Trust
Crown Street

Liverpool

L8 755

UK

Tel: +44 151 7024026

Fax: +44 151 7024335

Email: datherro@liverpool.ac.uk




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
wiarwe el ac. ukMistmed = +44 ((0) 20 7679 E100

Dir Stuart Dalzicl r Da ]'-'I" e Christie

Research Fellow

Clinical Trials Research Unit
Liniversity of Auckland
Privale Bag 92019
Auckland

MEW LZEALANLD

M) l"'P:' 2004

Fax: 00 649 367 1710

Dear Dr Dalziel

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004 2pm-6pm

Fhe Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has klnt-.|} agreed to char the
meeting and Sir lain Chalmers is assisting us in the orgamsation.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite wilnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”", “Why did things happen the way they did™
This is a particularly fruitful way of generating interest in, and providing material sources tor,
the study of significant events in recent medical history. 1 attach a copy of the introduction to
the first volume of our published transcripts, which will tell you a little more about these
seminars, and lists our recent publications to illustrate the range of topics we cover. | also
attach, for your information, a publicity flyer for this meeting and have sent you a
complimeniary copy of Wolume 1 of our Witness Seminar series in the post.

Continued!... Page 2

The Wellcome Trust Centre for the |||-.‘.|'|:.. of Medicine at University College London is funded by the Wellcome | mist

which s a registered charity, no, 210083, Histmed logo images courtesy Welloomne Lifrary, Londot




Az one of the members of the team who are working on the lone-term follow up of the

patients from the seminal Liggins and Howie trial Sir lain Chalmers and Dr Edmund Hey fee

I
that your attendance would greatly enhanece the success of the meeling. [ am writing

therelore, to enquire whether, in principle, you would be able to travel to England to
participate as a main witness on Tuesday 15 June 2004. Unfor tunately. we do notl have the
funds to assist with travel from overseas. However, we are able to fund your travel within the
UK to and from the mecting and to offer you accommodation for the night of the meeting at
the Ibis Hotel London Euston and will reserve an extra night’s accommodation if you

require il

It really would be a great opportunity to document this obstetric success story. [ look forward

1o hearing from you and do hope you will be able to accept this invitation.
Yours sincerely

{-i:";—,_il-_l,lié'. o {h{-"a-.-.:" —a -
‘_I

-

S

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

alls
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Dear Dr Dalziel

Ihe Wellcome Trust’s History of Twentieth Century Medicine Group

Witne:s Seinivar: Prenatal corticosteroids for reducing morbidity and morrtality
associzted with preterm birth

Tuesday 157" June 2004 2pm-6pm

[he W licome Trust Centre’s Hislory of Twenlieth Cenlury Medicine Group 1s orgamising a

“Prenatal corticosteroids for reducing morbidity and mortality associaled

Wilness Seminar on
with preterm birth” on Tuesday 15 Junc 2004, from 2.00pm — 6.00pm, in The W
Buildirg, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed tc
e Sit JTain Chalmers is assisting us in the orgamsation
1ars address issucs of medical-historical intercst in the latter
v, tocusine on British contributions. We invite witnesses of particular events
s to reminisec, diseuss and debate betwee
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Dr Daphne Christie

From: Clive Dash [clive dash@virgin.net]

Sent: 10 January 2005 09:05

To: d.chrislie @ ucl.ac.uk

Subject: Witness Seminar: Prenatal steroids for reducing Morbidity and Maortality

Dear Dr Christie

| was invited to the above Witness Seminar but unfortunately was unable to attend because of prior engagement.

| had several discussions with the late Harold Gamsu in the period before the meeting providing some input to questions raised
by Dr Hay as a stimulant for discussion at the meeting.

| have now seen the transcript from Brenda Mullinger and offer a number of observations as the instigator of the UK trial in
1974,

These are attached in a Word document as well as a brief CV of myself should you wish to use it. The paragraphs are
referenced to the relevant pages of the transcript. If you wish, you could use them as an Appeandix.

Currently, we are in discussion with Peter Brocklehurst in Oxford to try to progress a long-term follow-up on the babies which
Harold Gamsu was so keen 1o do.

Please note a spelling error in my surname on page 38 (Dash not Bash).
i | can be of further help or if you have any questions please feel free to contact me either by e-mail or phone (most days | can
be located or a message left on 020 8258 2565

Kind regards
Clive

11/01£2005




Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality

The UK multicentre study' was designed in 1974, largely stimulated by the publication of
Liggins & Howie” and their prior animal studies. The idea for a UK study was an
amalgam of interest from some obstetricians and neonatal paediatricians and from within
Medical Dept of Glaxo in the UK because of the organizational link with the antipodes.

Clinicians” views can change during the planning and conduct of long-term studies (about
4 years to plan and complete recruitment and follow-up for the UK :ilud}." ). All climicians,
who were involved in the early planning, recognized that more clinical work was needed
to confirm the results from NZ'. Everyone involved in the study planning recognized that
it was important to have commitment from an obstetrician and paediatrician at each
participating hospital®. By the time the study recruitment started (about 1 year later),
gome of the climicians did not wish 1o recruit pulicﬂ[h 1o the hlljlj}' for various reasons,
even after Ethics Committee approval. [Pertinent p. 28]

[* Pertinent p. 40]

At the time when Ross Howie presented the results to RCOG in 1977, the UK study was
in its recruitment phase, Whether knowledge of the status of the UK study played any
part in the cool response of the delegates at the meeting, which Ross sensed, would be
speculative. [Pertinent pp.13, 38]

The response by the delegates at the RCOG meeting in 1977 may also have been
tempered by the anxiety, certainly among many clinicians with whom 1 spoke at that
time, that the long-term effects might prove to be sigmficant [Pertinent p. 104]

Because of the Glaxo link, it was well-known in the UK which product had been used in
NZ'. The NZ product was an ester of betamethasone (acetate), the properties of which
caused a slower absorption from the intramusclular site than the very soluble product
{phosphate salt) available in the UK. It was estimated that more frequent injections of the
soluble product would give a similar bio-availability. The placebo used in the UK was

specially prepared for the study by Glaxo and consisted of the vehicle in which the

phosphate salt was formulated. Both were clear solutions in identical vials and labeled

similarly except for patient numbers assigned randomly. Thus, the blind was preserved.
[Pertinent p.15]

[ had the pleasure to meet Mont Liggins on one of his visits to the UK duning the early
planning of the UK study’. As others have said in this Witness Meeting, he was open
with his results and encouraging us to do more. [Pertinent pp. 12/14/29/30]

A taxing question in the design and analysis of the UK study was the imprecision in
estimating gestational age at the time of recruitment. Maternal dates and obstetrical
palpation were the only antenatal assessments available then - so different from the
current techniques! The clinicians documented both estimates for the analysis. These
were augmented (or confounded) by neonatal assessment *4_which was also recorded.




[Pertinent p.21 this
change in clinical assessment is not mentioned in the transcript, but it is
important to remind readers of the circumstances that were present when a
particilar piece of work was wndertaken, by contrast to current fimes)

In the mid-19705 in the UK, informed consent for clinical trials was generally verbal. It
was later that written consent and now written informed consent became part of normal
practice. [Pertinent p. 19]

The UK study was being planned at the time of the move from ethanol as a tocolytic to
ous newly introduced beta-agonists. We decided to use salbutamol, if a tocolytic was

because salbutamol was developed by Glaxo! |Pertinent p. 30/31]

The UK study' finished recruitment in early 1978 and the findings of the initial analysis
supported those that had been reported reporied elsewhere. These included a mortality
benefit especially in infants born before 34 weeks gestation; within 8 days after the
mother had entered the study; and if the mother had received at least three injections of
betamethasone phosphate (12mg). No new or interesting results were found. Partly
because of this, I did not think that publication of the study was a worthwhile priority
(insufficiently newsworthy). However, due to the persuasive powers of the late, Harold
Gamsu (for whom I have great admiration for his pleasant persistence and continuous
striving to fully understand the data) I was persuaded to coordinate a more detailed
analysis of the data with other colleagues at Glaxo.

[Pertinent pp. 30, 43

In the planning of the UK study', we discussed whether a single course of betamethasone
or, if necessary, repeat courses at weekly intervals was appropriate. We decided on a
single course, partly because of worries about safety in the short- and long-term and
partly because of the logistics of providing the same blinded medication for each patient.
[Pertinent pp. 35/101|

In the UK study'. only 20% of the recruited patients delivered between 24 hours and one
week after recruitment (25% before 24 hours and 55% afiter one week).
[Pertinent p. 52]

The retention of clinical trial data in the 1970/80s was poor. This has changed in recent
years. When Harold Gamsu persuaded us to do a detailed analysis of the UK study, the
computer software had changed and so had most personnel acquainted with the prior
system. Luckily, Alex Paton at Glaxo was able to interrogate the database and through
her efforts we were able to meet Harold's expectations and answer his critical questions.
Also, Harold volunteered to keep safe the original case record forms and other study
documentation when Brenda Mullinger and 1 left Glaxo to pursue other career
opportunities. | believe Harold always hoped to trace the babies in adult life to address
the question of the long-term safety. It 1s due to his diligence and enthusiasm that he
persuaded us (again, pleasantly) in 2001 to begin the process towards a 30+ years follow-




up. His untimely death occurred in August 2004, soon after this Witness Meeting. We
hope to continue this project with the support of NPEU in Oxford provided external
support can be mobilized and plan to dedicate any outcomes to his memory.

[Pertinent p. 54/55]

Various preparations of betamethasone are available in different countries. The
preparations are all designed to release the active sterol, betamethasone, but at different
rates. The soluble phosphate preparation is suitable for intravenous administration, like

hydrocortisone, as well as intramuscular injection. The acetate preparation is not suitable
for IV use. Some products are a mixture of the acetate and phosphate derivatives
{e.g.Celestone ™, Schering). [Pertinent p. 105]

In some countries dexamethasone is more readily available than betamethasone and this
is why it has featured in some studies. These two steroids are isomers in which the
methyl group differs in its orientation (dexamethasone is 9-alpha-fluoro 16-alpha methyl
prednisolone; betamethasone is 9-alpha-fluoro 16-beta methyl |_1I'l..‘l.|.11:ir~'-::l'|l:‘.ll11.‘]‘. In the
usual pharmacological tests of corticosteroid potency, they are equivalent. In general, the
mode of action (pharmacodynamics) seem similar, so they should be therapeutically
equivalent. [Pertinent p. 105]
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FFPM (b. 1940) instigated and coordinated the UK trial of antenatal steroids in 1974
while working as a clinical research physician for Glaxo in the UK. He graduated

from University of Birmingham and did post-graduate obstetrics with Prof Hugh

McLaren in Birmingham.

Most of his professional life he has worked in clinical research within the
pharmaceutical industry and is now an independent consultant in healthcare and
pharmaceutical medicine. A long-term, continuing chinical practice 1s in Thoracic

Medicine.
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REDUCING MORRIDITY AND MORTALITY IN
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In total contrast, the lungs of the other remained zolid and liver-like, and

sanl.

There are a couple of things that interest me about these desc riptions. One is
the unique pairing of an experimental scientist who was also an obstetrician,
with the only paediatrician in the country who was capable of looking ar [after]
the ;3]1I.'t'['[1.1|:lulrr_'.:': babics. Another is that whartever the later perceptions
became, it's clear thar both the authors of the t.||;|.;_!:.' were 1nvolved I.|_'|i_"_|_'[!'||;'_|"
from the beginning, in the animal laboratory, as well as in the clinical aspects.
Finally, I am entranced with Ross’s comments that this lamb trial was simply a
sideline for both of them. It's an i:]f;:{_‘,n.fi:]:_; l,l,'.'!|'|'!i|§:_'\_ -'IEZ,-‘!iIi". the narrow and
|1!r_'|.]L'lL'rI!‘.1iI".§'L‘| L'I'IL‘I:"'-IiE'Ifx -;:'|- some |'|;-.|_',=,|'._|'| PrOgramimes, ,'|,"|.,| ||-:'|,: ghts the

importance of serendipity in progress

Ross .;ie.'r.-.'rihuh J‘I'L‘hu‘."liil'.g‘, the resulis of the L|,|:|1F:fr.':|r_|_{ x|;'_|..|1.' not the .'I:Ii'.i.il
part of the study that was published in 1972, bur the completed study - ar a
a:n.'[]'|E'!-|.'|'-.i,||'|§ '|_.;:-x.',|_'|.| |1:|' lI!1|_- Hl.l:.':]l {‘:"“‘“'-'éfi' L.[-{ }|'|_-.'.(';|'j‘_'j;'._|]5 :':I'!-d '[;"-'I'I-i.'i.'l-.'l."lllE!_i.‘i[‘- ||:-

the UK in 1977." He said to me, “They didn’t really want to hear’. He also

Cluoted from “Prenatal glucocoricoids in preterm
ofiginal s . 4 draft m ] : d 2 Junc and distmbured
Wik . ~ 1 - M

Witness Seminar. [t will be deposited along I recor

Archives and Manuscripts, The Wellcome Library, London,

Frotessor Ross Howie wrore: “Jane Harding is oo kind in saying that | was mmvalved In

1 5 5 i : : il I
Vont's animal work from the ML RN ur conracts were occasional. | do re

may have been the star i k., a o the Ruakura Animal Fesear

leading instiunon of g kind o the niey, about

120km south of Auckl
berween 1962 and 1965. 1 have an idea this visit was facilitared by Si
feral transfusion fa OnLa n R ira would have helped Mont with his work. norabiy
Bob Welch. But animal work was not my 1l m any case | had too much else 1o do." E
te Mrs Lois Reynolds, 12 June 2005. For derails of the Liley chart to measure amniotic Auid
bilirubin levels plotted against gestational age, see Zallen er af (2004): 11-12, See also
Appendix xx, page xx.

D Clive Drash wrote: ‘At the time when Ross Howie presented the results to RCOG in
1977, the UK study was in its recruitment phase. Whether knowlec
sty ':"!-l'.".'d any part in the cool r PO

would be speculative.” E-mail v Dr Da




reported that when he was asked for a recommendation 2z to what people
should be doing, he said that the trearment looked very promising, but that it
would be unsafe to initiate a new trearment on the basis of a \:.ng‘[l:: trial. He
said that he knew whar he should do, bur thar others should wair for ongoing
trials, Orher people here can ralk abour the progress of the trearment after that
time. My own involvement began perhaps when I entered medical school in
1973. Bath of the ]“l'il:l-.:.p.ﬂ ACTOrs WEre my [urors. The use of antenaral steroids
was routine at that time in our 31:!.-|1:.|;|.| and has remained so ever since. [i:,- this
rime Monr had moved onte other studies. Ross was '-"'I‘I‘EPELL"-iI!;.'. the four- and
six-year follow up of the original cohort, funded by the World Health
Urganization. ' He always believed very strongly that long-term follow up was
essential for JI‘.}'Lhiﬂr_: in neonatal care and ser about this with hiz usual
thorough approach. The follow-up studies were published in the carly 1980s

: -1 ‘1 ERSER P
and the ongoing follow-up studies we will ralk abour later.

Hey: Would you like to explain why they chose the steroids t 1ey did, because a
lot of people never seem to have noticed. Most people think thar if they are
llii:l':: betamethasone they must be using, the pw-.ll'...". that Ross and Mont did.

They think it is betamethasone, full stop.

Harding: I can tell you that story because 1 specifically asked both of them in
recent weeks. To paraphrase 2 |x:||;; story: Mont had been '-Iﬂiilji waork 1In
]I.L'.I1'..l|'. pregnancy on '.|'.1' L'r.l-;_x'h 1.'-!. ~.I;'|'|1:\,;~. On ::'1r_' fetus, .||-;-;'i he had 3
reasonable idea of what dose of steroid was r-.'-»|'»ll'::':i 0 SUppress progesterons

production and he presumed that thar would be an adequare dose to do

Elkins J. (1981
!."\l"-"\.':'!li'nl\.i.ll .|-."-'-L5|-i1",'|_"'| af |

with betamethasone. Pedffarrics GB: 638 i3, |!.||-L':::'-:§:_ ] E, Howie B N

mortality and hospital morbidity after newhorn intensive care. Men

100: 548-52. For errarum, see Vew Zealand Medical Jowrnal

_"':'II.'! 3

Fallow-up siudies here




n'nr:!q-ll*.in; to the ferus. He knew that he wanred \.;]!E"_-;'I'l]jné: thar would be
reasonably long-lasting, so that it dida't have to be given too frequently to

S vd decided that ,.|.:.¢,_.'| ..||| [, | rs and
pregnant women and accided that something that would last for 24 hours anc

therefore two doses would give vou about a 48-hour effect would be .1.;§¢_L|-_|_1:¢,

based on the animal studies. He therefore ser about ';UULiJ-_i_.‘ for a drug thar

would be clinically easy to manage, long-lasting, and which had an identically
appearing placebo. This is nor easy, because all the long- |.n|:.n;_', preparations of
i:l'.l.tn;.‘i'-l'ﬁ;‘ﬁ-id‘i are opague, '.l!li:'-' ane ."I'I:llxi._'-' subsrances, .II‘,(_] a |‘||,|\r_'|_1|_'| l,l.,':'.'-.:';'[
gasy 1o find. He wrote to 2 number of "-EHIE: il:)]-='|]"|\'|_|':|i|_'{ “‘"'ki'”t-'- for I‘.L‘Ip. and in
the end Glaxo - originally the name of a dried milk power sold by a New
Zealand company, and it so happened that the medical director was a mate of
Maont's |1.':I1.'i'.i-.'1] an opaque }I:_"L;.i']:--c.*.' Their ]nn_'_',-.u_ting F?l':.'pﬁl;':[il:un was the
one he used, because that was the one that was available and they were
provided with the placebo. So the placebo was cortisone acetate, which had
very low potency but looked the same, and the “I‘""'E‘- that he selecred was the
Glaxo drug because that was what was available and because the director was 2
mate who provided it for free. I might say that the study was unfunded. Mont
said to me, "We didn't need funding to do this trial.” And of course they didn't,
because the drug was provided free and both Mont and Ross were fully salaried

and were able o put in all of

Hey: Just remind us how many babies were eventually recruired.

Dr Clive Dash wrote cause of the Glaxe link, it was well-known in the UK which
product had been used in New Zealand [Gamsu o al. (1959 . The NZ
betamethasone (acetate), the Proporties of which caused a slower absor ton feom the
inrramusclular sire n the very soleble product (phosphare salt) available in the UK. It was

estimated that more Irequent mjections of the soluble producr would give 1 similar bio-
I k

avail iy, The placebo used in the UK was specially pared for the study by Glaxe and

o - = TR | 1
consisted of the ve et clear soliutions
4 } 3 il 1 1
in identical vials and Hed similarly except for patient numbers assigned

1 1 e = o
the blind was preserved.” E-mail to Dy Daphne Christie, 10 January 2005




Harding: Twelve hundred. The real number was 1218.

Hey: Still the biggest trial.

Harding: 5till the biggest trial. The original publication that everybody cites

1] O )

from 1972 was only the first 282. But they continued ro recruit long after thar

L

trial.

If I could just comment. The other thing that most E"-'“I1:-'-' aren’t aware of is
that afrer the first 717 women were enrolled, when they did the first analysis
and thought “the stuff I'L'.'IIE_'-' does work’, they doubled the dose. In the rest of
the trial, the other 500 odd .ll.l:'.l.l=.|:l.' received twice the dose, to see whether
more was better, and they concluded thar it was not, and published all of the

data as a combined single trial.”

Hey: .'\1.ij.' I just ask one other question? | get the i|1'l}"‘l=.'.“~i'-"21 that the gap

cn thelr having the FCCOEMITION thar it worked and starting the trial was

pretty short. The trial started in December 1969, and it's there in print in July

Hﬁrdiﬁg: That's carrect

Hey: Were the firsi }r.l:i-. nes .IL'.I..I“:-' randomized? Did chev start right from the

Py er ] 1 13 aF
Deginning

Harding: They truly did start randomizing ar the end of 1969 and it really was

the beginning of the trial. In his usual way Mont decided that the animal

studies were conclusive and that they should move on to [human] trials. When

1976 resuls?




this because I know a little bir abour che E1i:i|nr]."* of the Mational Women's
H:upi:.!] in Auckland and it doesn’t have a VEry ;c|l|g1 ]1i:~[u:_'.' itself in terms of
ethics of trials. So 1 just wondered what the |-rigi:1.1| ]'-ru'.n.;n| for this trial said

about seeking consent and giving information to the parents of these babies.

Harding: [ have to tell Yo I have never seen a detailed crial E"IIJ|I'I..I:I]. I have
seen the paper that went to the senior medical staff commirtee and it does say
that women would be asked to consent to randomization. It would have been
verbal consent.” And like you and a number of ather people, | wondered how
real and how effective that process was at the time. We will talk furcher lacer |
am sure, bur we have just l.l.1|1':l_1..l.'§L'\:. the _%I.!'-:.'u_m Follow up of these babies. and
one ':2'|-||!'Il.' [.5'Iit'|:_'.‘~ nar we il.ii! some concerns about 15 .I,]'l-::-l,'.[ hu'\".' _|"I|;_'LI|,'II_|._' wion ld
react [o |1f.'il1§_=1 .1pgﬁl'l.l.1~.'|:|~:.'-.| 30 years later about a trial where we weren't sure

how informed the consent was.” We have been overwhelmingly in pressed

Lo - B vy B I -
with how |"'5"'"‘-'r|:.'-'i.' j"l'.'lll.-‘}{' were about 1!1:' LTLEE, ||'| ne enda we '_I'.]._t_'n,] _" [11_-r CEnT

of the original participants and a number of the children, now 30-vear-olds,

who obviously did not know they were part of this trial, and who went back to

Child Health :

Prob Gamsu, wrore; "Prot Gamsu was also
xm Prof Jane Harding of the

5 and Howie in Mew £ nd, even t this was
part of the Witness Seminar. Will it be possible to include a }

3 r J I 2
T'he idea of tng a follow-up of babies born in the UK study was mentioned ar the

) TTRET this 18 a real possibilicy because Prof Gamsu was diligent in retain

1

reCord fe 1d randomization codes) lone after others'

Letter to D Daphne Christie, 6 Jam




their mothers and somerimes we traced the mochers rather than the children.
There were a few women who did not recall being part of the trial. I think
that's not surprising given the circumstances. Remember thar the toco ytic used

during the first three years of the trial was ethanol. IV ethanol was the tocolytic

used until abour 1971.7 However, the vast majority of women did recall that

they were in the trial and recalled it very positively. A number of the subjects,
the ””-“]""i“g- the children — now adulis, I don’t know how to call them
because of that difficulty = came along because they said their mothers told
them they had to come. Their mothers were so grateful that they had been part
of the trial, thar their preterm baby had survived as a result of this trial, as they
perceived it, and were very positive about it. That's a slightly I.m:_,_r answer to
your question. I think consent really did happen, it was verbal conseny, and the

reaction of the majority of |1-.--~|'-|r involved was VEry |1mili-,-;_- 30 vears larer.

Mrs Gill Gyte: | am interested also in the women who were in the control arm.

Did you get a similar sort of response, 30 years larer?

Harding: The vast majority of participants still de not know which group they

were in. 50 in terms of the _x'u[l-:.';.'.l.' follow up, most of the E!—[;nl'uh; thar came
:El-ll:'l;: WEre Conving l-..'l.l. [::'Ili.ll- "...I.l.l. |"|||i.] :";.'.'rl:lii_‘i‘- |-|L'\_.'I|.:_':.l;,' ||'|L'i] E".l!.']i.'.' :\llr'n.'l‘.":,'l_l. -I:'II..I
we have done our best not to unblind rthem, because we think a further follow-
up is going to be fairly critical for reasons that we mighr ralk abour later. So
women simply know they were in a trial and have a surviving baby, because

S RERA T [ T ; AR ; = i
obviously we didn't trace the mothers of the babies who did not survive.

Dr Clive Dash wrote: The UK study was being planned ar the ume of the mov from

:c1||.'|||--: A5 X I|..--.:-':'|. 0 VArmus newly intr |_|I|.H_|.! |'- |4 INISES, W i ._:|.';;! [0 LISE § imno
i tocolyne was chimcally necess Iry, S0 A% 0 st indardize one of the m | volalitee

1]

and also because salbutamol had been devels iped by Glaxo.' E-mail to Dr I']"‘i""”"' Christie, 11
January 2003,




Universite de Paris], the fellow who is still |1lJl15.i:~h'L|=.g on ‘beware, beware,” and

| cannot counter that.™ I'm glad he's looking at it, and 1 just think we have to

be vigilant and [?that?] those of us who spend more time with this have w keep
B L 1

track of the babies.

Lilford: Since this is a history meeting, and while you have been talking about
the early 19705, [ have been thinking back into the recesses of my own mind. |
was a young doctor in Cape Town and news abour this crossed the Indian
Ocean and people were interested there. As [ can recall it, there seemed o be 2
notion that many babies would, in retrospect, be found not to have needed
antenatal steroids because their lungs were very mature. And so the idea that

that one should test first to see if the fl.n;p Were

already marure. And the person who did that testing was me. So if somebody

needed early delivery, then I would do an amniocentesis. We had a thing called
a bubble test and I would take the fluid off to a side room and [ would mix jt
with alcohel.” I would shake it and then there was this chart on the wall where
the bubble density could be related to marturity. If there were more than a
cerrain number of bubbles, then we could k.J_!.-.'|:\..' |1_r»_;.\.;;-.\|, with the deliverv the
next day. If there weren't, then we gave steroids. We would re-test two days
later and if chere were now bubbles we knew we could go ahead with delivery.
So there must have been another scientific climare running at that rime which

said that [Pwe should?] discriminate more before we shove these steroids in. Bur

as far as | know, that line of thought ran into the sands, it didn't progress in

any way. | just mention that for vour edification.

[Prof Avery, is this the correct Bursi ref? If not could vou suggest oned] Corroyer 5, Schinny |
C. Djonov ¥V, Burri P H, Clement A, (2002 Impairment of rar postnatal lung alveolar
development by ocoricoids: involvement of the p21CIP1 and p27KIP1 cyclin-dependent
kinase inhibitors., Pediarrs earch 51: 169-76, See also Avery M E. {1975) :':".I.'rl:.ll_.|.||E'_'.|, al
approaches ro the acceleration of fetal lung maruration. Brirish Medical Bulfetin 31: 1317

45 = -
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Mrs Brenda Mullinger: At the time of the UK multicentre trial, I was working
for Glaxo and | coordinared the trial in the UK.” What | wanted to say relares
to what Professor Crowley said about upr ake. Although we o

coordinated the study atter different clinicians had approached Glaxo, we

found that we needed more centres to join the study, and so we did actually try

approaching [*approach?] other centres in the UK. Looking at the paper [now?]

we got underway in mid-1975, but I was rold by Dr Clive Dash, the medic at
Glaxo who unfortunately cannot be here, that many of the UK centres who
were approached wouldn't join the swudy because they were already using
beramethasone and they felr thar it wasn't ethical to have control groups. So
that ;||1|"||'.|_1;‘_r';1 your LJE“[:["{L‘ |-|-|;'|':'.'.I'I;' Was .,111|:...' 10 per cent, L'-:.'F’.:.'I;.I'IE_‘.' the research
centres, the sort of centres that might have joined the study, were starting 10

think about using it by the mid-1970s in the UK.

i from mad-1975
reatment
beramethasone phosphate (4mg ight hours for a maximum of six doscs
placebo, each given by o pscular  injeEctio Beramethasone treatment
incidence of R relative o placel e greatest be
before 34 weeks' pestation. See Gamsu er al 19 " Mote on dralt transcr
Dr Clive Dash wrore: UK n icentre study [Gamsu er ol (1989)] was
1974, larpely stimulared by the publication [ I 1 Howic (1972) and
animal st "1 || ;.,:_n,-_| for a L I\: x.r,|_|-,|'.' WaAS an T 1 erest from some obsterricians
and |1,."*-:|.|I.:.: pacdiircians and from wit 1 the Medical [ artment of Glaxo in the UK
because of the !ll:\::.l'li.'.I!!l"'!l.II link with the ."..'Ill;'l"l.|:.'\ A naxing (uestion mn the des
analysis of the UK study was the imprecision in estimating gestational a
recruitment. Marernal dares and obstetrical palpation were the only antenaral assessmen
available then so different from the cur
1e analysis

L i196Ge): Dubawite ef al 0}, which e also record 5 WICWE Can lllll‘:_-_"I
during the planning and condu ’ ihout 4 years 1o plan and complere
and follow-up for the UK study). All the | in the early
cal work w3 sded 1o confiem the resulis from New
Evervone involved in the |
commitment from an obstetrician and paediatr
the study recruitment started (about one yvear lager
recruit panents 1o the study for vanous reasons, eve

ro Dr Daphne Christie, 10 January 2005




trial completed and published more than five years ago, thar they can still find

the original raw paperwork? One of the most amazing things that | found in
reading around before roday’s meeting, was to come across this paper by a Jane
Harding in the American Jowrnal of Obstetrics and Gynecology on just this
subject, ‘|"ll.l‘l|i:f-|={.'ci in 2001, and this is control trial data, and it has sat there all

that time.™

Harding: Yes. | think there are a number of messages. One is the data was still
there and still in a2 form that we could use, which [ think is ve ¥ Impressive.
The second is that new questions have come up that the trials weren't
necessarily LE%:BL:;EH!*.:I to answer at the time, bur it's :{-rri':\I:.- important that the
data is still there.” ']'h:rr.i'}'- someone |‘:1i§_:|1[ ike to comment on the :-:'I‘LEZ_['H of
time it took us to get thar paper |1l:|'l!i\!'.r,'\,!, Ihe >:,|.,|_.-,' was done in 1996-97,
We Wrote It up 1n 1998, it was rejected |1_1.' two journals, submirted 1o the
American fournal -'-:.'r'”-"*--':' iy and Gyme r-."--'::;' in 1999, and it was eventually
published in 2001. | do think the people who publish have somet ling o

contribute o this very l1i'|'-||-,"|':-:-;'|_| process.

If I could juist g0 onto the other issue that was raised, whar abour the wWomen
who get steroids and don't deliver? We have been concerned about this with
rCspect 1o the repeat steroid issue. There has been a multi-centre randomized
trial being run by Caroline Crowther out of Adelaide for the last seven years,
We hope to finish recruiting this month. It includes 980 women, and we have
been doing huge detailed studies of the babies in Auckland, the second largest

centre recrulting to this rrial. It occurred to us early on in thar trial thar we scill

||.~:-f.::-;-'.'.."' 20 ).

Sce Pewer Elwood's description of planning the Caerphill udy in Revaolds and Tansey
eds) (20405 ol

sec also Crowther © A, Harding ]J. {2003 Repeat doses of prenatal corticosteroids for

women at risk of lerm I':!"’l; hor prevent eomaral respiratory L!I\-!'.I'-!_' [(Cochrane Review).

In: The Ca, ary, Issue 4, 2003, Chichester: .;-.u.i' n Wiley & Sons, Lud




didn’t have ;u11ui data abourt risks and benefits for that group :.::1.'.'|1ig;h.:f:. the

group who don't stand to achieve the greatest benefit for the infant and are
potentially ac the greatest risk. Once again we thought the data wasn’t out there
but I bet it was in the 11riy,i:1.1l trial. Onece again we were able to go back to the
original dara, look specifically at thar group, write a new meta-analysis which
has also been published atter many rejections, atter a very long time, which
showed, in fact, that there may be adverse effects in that group.” Therefore
people need to randomize them to the new trials. We were in fact trying to
help recruitment of the randomized rtrials. It took so long to publish thar, I
think it's had very lictle eftect on recruitment to the trial, bur the dara are
nevertheless there. Yet another outcome that was not relevant at the time, the

l:ll.]-'.'h[i-i!ll'.l ]'I..I"1 UG lIE‘i Hl:l'l'\l:'l'll.ll.'r'l'.]:.'.

Hey: Would Glaxo still be able to find the data?

Professor Harold Gamsu: Oh yes, [ have all the data in my office.” It's still

[ [ 2 ¥ T
there, all the dara sheers, because [ was |'=u|1'.l'.i.'. to do a long-term follow up on

Gaman er af, (1989). See? Protecol and case record, in |.-'£','“‘-' =D Cl

FELEntion of .i|:'.|-;,.|| trial a i the 1970:-805 was poor. This has chaneed
When Harold G us to do a detailed analy
i

5 |
i 11 E MOsT | IMMNEE LOq e

*aten at Glaxo was able to interrogare the darabase ane
I

o meet Harold's expecrations and answer his critical guestions, Also, Harold vol

ll'I'::':!I.Il i :l.."\.-li IOfims .:':l_! L 1 1 .,:_.-;_||:||:_-:||_|r|_|-:
lefe Glaxo 1o pursue « I career opportunitie helieve Harold always |
= babies im adulr life to address the questi 15 due to his
1 enthusiasm thar he persuaded us (again, asantly) in 2000 1o begin the process
towards a 30+ vears follow-up. His untimely death occurred in August 2004, soon after this
. ;
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Meering. We hope to contnue th roject with the support of NPEL in Ox
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the adults, and in fact things haven’t turned our thar way, but that's still

available for people o do it they would like to.

Hey: Because people are still asking the questions: "Does it work in twins?’ or

‘Should you give it in mothers with hypertension?

Gamsu: Qur numbers, of course, are VEry small

Hey: So are everybody 5. bur if p;-n;‘ul;- have ':n;-;|1t their dara, there are more thar
can be analysed that has not yer been done. Could anybody find the NIH darta?

Would the NIH people share their dara?

Avery: | have no idea.

Gamsu: May 1 ask a question about this study by Newnham and Co? My
feeling 15 thac it is animals, but could vou tell us a lictle bit more, because i

sounds very significant if it's not

Brocklehurst: | cannor tell you very much more, because I heard it presented
in Glasgow abour six weeks ago, but | have seen nothing in the press yer.” My

recollection is that it was in animals, but we'll be able to explore this further

fessor John Newnham from the King ard Memorial Hospital, University of Western

Australia, Perth, Australia, delivered the ecture, Antenatal Steroids and Ourcome’, ar

the Brinsh 1 Feral Medicine Sociery’s Minth Annual Conference, |
held at the 1 | ind Conference Centre (SECC ':;|-|‘.c'_'l'~'-' He presen
T “"i""‘“l (o steroids before birth, See

1y, Honorary Secretary, BMEMS a1

www.bmims.ong uk Presssumimanyo wild . doc (visited 18 _|:: iy 2005])




when the -|_'.|1|_1.' 15 |1u|1'.ix|1:,-q§." H'“""'”.L'u tricd o do one of the :.‘.ng:-_' rials of
multiple courses of steroids, | think one of the issues with clinicians about the
use of multiple courses of steroids is that their threshold for starting antenaral
steroids is lower, because if they are wrong, and the woman doesn’t deliver
soon, they have felt that they can always give a second course. If people are
restricted to giving a single course of steroids they may delay Starting until theee
is stronger evidence, if you like, -::-I-i:115‘~r_':1t|i:1g preterm birth. So the groups of
women selected into these trials is likely to be quite different from the multiple

steroids group and that will make the Interpreation of the results interesting.

Lillord: I recently had a debate with my 14-year-old daughrer Philippa about
whether history is just an interesting thing to read, or whether it helps us to
le"‘iI!_"" our own futures. Listening o Jane speak makes me think thar there

really are occasions when history has a lesson for the future. Hearing you speak

about finding these records has been VEry Interesting bue SUspect thar many

g,
E‘L‘I'|"|L' in I.|"Ii\ room were amazed chat you |-;'.|||:.' ,_-::-'.Llu_l ﬁ_nd -'_]'l_-i'|-|_' SOUrce
materials atver 30 years, that you could find the trial documents and so on.
When Harold Gamsu moves the documents from his office, goodness knows
whcre 'il'l.'i.'f'-' might B0 ao the lesson that we rnlg_;h: want to learn from this is the
importance of some sort of systematic paid for-archive for trial informarion and
I don't know if you might want to comment. I know that the Economic and
docial Research Council (ESRC) archive their most precious dara and build the
cost of so n;f:'nin;; into the Igl'.:n'..' The more I hear the more | think this might

be something we ought 1o try to take forward as a marter of some urgency.

I'he lecture will be publizhe | 06 as: Mewnham | P. (in press) The steroid story:
advance or rncking Yearvook of Obsterrics and Gymaccology, vol. 12. London
College

I'he Economic and Social Dana Service (ESDS) Qualidara is a specialist service of the ESDS
led by the UK Data Archive (UKDA) ar the University of Essex. The service provides access

| support for a range of social science qualitarive darasers, Esmblished in 1967 the UKDA holds

ties mn the UK, funded by the ESRC




."Il.l'lii.l': :.J”l'l:l |\|{:|‘|'L'5\.'r. [ []‘l”ll.]\ ll:'lu‘l[ '-'l::kl-{_'l’.,l_ :.”tl'.'fchl.h. C['I'li‘if{.' I"L]EII.“:'L? .._'I:'ILI :\'ll.'ll.gg_’:llt"u
and political competition between trusts were barriers — this was the time of the
purchaser—provider split and market competition was a really imporrant issue
i':r(ll]“.';.i |."3"J\":I,-"l."1-_ ]l:'l'. ]:ll.«.l.jr'l l*.l[r]i:r WS EL':lr “‘i. M:H'I'lf.'i.l}illg gl:lil'.f_" I".Hr[q_'l]q_il,'LI‘il:I.'
wrong. People would then distort their perception of the evidence and
x'ilgmcnnly TESIST On E*-::i:'l;: told o do .-uulm.'lh:_n!_: that 1|u'}' didn't think was safe
to do, regardless of the evidence. After abour six months the staff went through
a series of educational events ar this particular hospital and eventually decided
to start to introduce ECV and as far as [ know it is now common policy. But
we couldn 't make them do ir, they had to decide o do it themselves, and they
had to rake their elinicians with them. I think it was a painful and difficule

;"‘l'lln."i.'F-S [or [!‘ICE'I'I L"-"L'If-'lilf'.\.'.

May I just mention the main conclusions from this particular piece of work?
Don't expect this sort of study to get it into the Brivish Medical Jowrnal It
won't be accepred. Secondly, advocates are really important when it comes to
getting guidelines adopted and I think opinion leaders are really important
within institutions, but the important thing is that the guidelines have got w0
be written in such a way to be usable, understandable and accessible 1o those
who are going ro implement them. That means clear inclusion and exclusion
criteria. Another important agent for change are the users, and if you have
WOImen -1"-]'-5”"‘2. these soris of questions, after a while E‘L'|l|1||:: do ger a bir
embarrassed ..':"i:ll:.l'l;j up with the same answers that ,_'||_';|,|"_:.' won € be HLJPF‘.H!'::';!.
I":-" t.'"-'idl.'l'll.'&' ar Iﬁ:‘.' L“I Eagues. I would like to SEE WOmMen users i"‘:_'ij'l%'_ f-.'|: maore
involved in ways in which we can encourage the implementation of hest
practice. I am not surprised that there was no sign of managers acrually
implementing any change in Richard’s study. It's a scary business. There was
bleod all over the carper when we were dealing with the ECV meetings, and it
required somebody — like the users who were tough, or somebody like me
who's a public health specialist and who has been a GP and is not afraid of

consultants — to hold the line if necessary. Managers cannot do thar, and |

don't think we should expect them ro. [ think it's exceedingly difficult. The




most important barrier, the most important influence to achieve change, is the
|":.'r-t-:.1| experience of the person :1.1.||:c.i|‘.g the clinical decision. When new
interventions are being rolled outr we must encourage people to be at the centre
of it, so they ger feedback of the positive results. Then it is much easier to get

change implemented.

Hey: Thart rings true for a lot of us, I think. You went over time, but I think
you said something very important. We are beginning to get very tight for time
and so | am going to ask Stephen Hanney to speak next. But Harold [Gamsu],
while you were out of the room we did hear thar quite a lot of units said that
they couldn’t join your trial, because they were already using it so widely and
that occurred at the time when in acrual fact we know thar ess than 6 per cent
were really using steroids nationally 1. Did being involved in the trials
themselves influence the centres? Did the centres thar had been involved in the
research ‘..I]-Cl,' up |;|"||_- ouLcome i:-!- that :l."\.':_'.'l.r-.._?'l maore [i'|.'||:| those who only ;'.-_-;:.._[

.1|'H"l'.| I”

Gamsu: | don't know the answer to that | am afraid. We didn't follow that
point up, but as far as [ know Brenda :'l]lll.J;.IJi',;.'l.' :|:|ig|zr know r.[n|'|‘.g;[hfﬂ; abour
it. All T can say is thar there were local reasons that indicated against the use of
steroids. [here was quite a lot of gossip abour this and we have heard some
I:‘:-:.ltﬂ;‘*l:.‘H of this Ind-‘:}'. The risk of infection :.'*pl.'x.i;l.“j'.' in :L.'}‘-’.I'.F'.'I.l membranes,
and the Li|1L'x|1f.1i!1:-L| deaths in |::.|1;.'r‘.r.-:||x'u'-; women from [_iggin,'g nl.g;:l‘..ﬂ
report which turned out to be spurious.

[he ather ‘.|'.:I15-_', thar | found was intluencing obstetricians was the increased
risk of pulmonary oedema which people widely accepted as a complication of
steroid therapy. In fact it was a complication of tocolytic agents that were used,
especially when those agents were given in large volumes of fluid. As far as |

know, steroids given alone were nor tocolytic agents and did not resule in

pulmonary oedema. So I think we had quite a lot of persuading to do even in




|
those |'l|:1:..'-;"i that .u'-.':.'?lvd that they would be in the I;|i.1i. I know thar Brenda

Mullinger and Clive Dash from Glaxe had a lor ﬂ,_l' difficuley keeping the
momentum up, Irying o reECruil Women, even Ii:u:ngE1 eenees Elwere :-{-m"‘.ihg
the volunteers: As you possibly remember from the paper, 60 per cent of the
cases came from patients who were recruited from three hospitals, the rest of

them just put it away.

Hanney: We at Brunel have been looking at the benefits from health research
for about ten years now, and this particular stream of work seems to us to have
been one of the most interesting, and [that] I have worked on # with Miranda,
Martin Buxton and Jonathan Grant. [ apologize for checking my notes from
time to time, because | am trying to pick up what various people have said
today in what | think is an interesting session.

For instance, John [Hayward], we art least read your work. There is a paper that
sets out most of this in detail in press and will be published in Social Seience
and Medicine. 1 will just highlight all the key points tor now. Perhaps it's just
worth spending a minute, going over our payback framework so you can sece
how we tried 1o drop this stream of work into a frame [?model?] thar we had
already developed. Apologies to those who have already heard this many times
before. Basically, there are two aspects to our payback Framework: a
multidimensional categorization of benefits, and a model to examine how they
arrive. The categories which we suggest are five: knowledge production; the
l."‘,rf_tn".i‘.Ig of future research and I.ILIilLli]I:,; research -..1[3.h,'i'._1.': better i|',r';:|'|ni;'|;;
policies, with the term policies being widely interpreted; health gain and
benefirs to the health secror; and the broad economic benefits, There's a series
of stages in the model in which we think these various benefirs can be
identified. A key fearure of our model is to artempt to identify actual levels of
uptake so that we can then say what the benefit has been, and this, of course,

links with previous discussions.

Hanney ef al. {200%5)




There’s always a problem when doing this type of analysis as to where you
srart. Various initial pl'u-\u:11.1lit|:1.~ ‘.m|.|:.' showed i:]:.'.1r|:-.' thar research builds on
previous research etc., and so whenever one makes [?chooses?] a hl,:Lrl|ir1g!
point, it is always artificial. On the other hand 1 do think the nature of the
discussions [froday?], and what Mary Ellen says, does provide [?has provided?]
a realistic basis for saying we will start by looking at the work of Liggins and
Howie. In terms of knowledge production clearly the 1969 paper from Li

[and] the 1972 paper from Liggins and Howie, were very important.” There
are lots of weaknesses in citation analysis, but it does indicate whether people
nave taken notice, and these are two very highly cited papers, especially the

972 paper which has been cited over 1200 times.

There has been some bibliometric analysis in this field undertaken by the
Policy Unit here at the Wellcome Trust. ™ Various generations of papers were
traced backwards and showed ZLE[.LJ-H thar this was the most ;.|1:|'-nr|.1|:| work in
this field in several generartions. Clearly knowledge producrion [is] very high. In

terms of aftecting future research, again citations indicate that it has influenced

much .‘.L!l'l'\l.'l.llIL'[ﬂ work, It's also interesting thar many of the other pleces of

waork, rrials erc., acoually starr with a reference to the work of Lieeins and

==
Howie, which -.IE':CI.:TI I think emphasizes their i|n|1|1r1.||:-.|,' for further work. And

it's alse been mentioned thar Ross Howie felt that further trials should be
undertaken rather than necessarily saving thar people should acr on the
|]JI-.|i:1;;s. Mevertheless, there was quite an u|1l.1k-.- In some ]'-|.i._-:,'~.. on the basis of

this very important trial and the ensuing publications from it. In the UK the

" Ligeing (1969); Ligrins and Howie (1972

Dr Stephen Hanney wrote: "The aricle | ed the start of the elecironic record of
citations, therefore I calculated this figure from the post-1981 elecrronic data plus hard copics
of 151 data from earlier years [Hanney e af (2003)]. Mont Liggins had an article §
Creation Classies series in March 1982 and by then the number of citations for the 1972
was already 565, MNote on draf transcript, 12 |'.|::.' 2005, See Mont Ligeins’ artcle of
Warch 1982 T availahle at wrw. garfield.library. upenn.edu/classics 1982
A1982NF37 800001 pdf (visited 14 June 2005)

Grang er all (2003)




Brocklehurst: I am conscious that [ have been asked to speak about current
research and where the research gaps are in a session about twentieth century
medicine. So we are already a bit beyond the twendeth century in terms of
whar 1 intend to discuss, although hopefully in a few years time this will be
history and you can tell me thar I was completely wrong in guessing where we
were going to go. | want to talk abour some of the issues that have come up
[l.:ll._l.'l:l' 'il'l térms ”r |:I'.1'r"|' W Al DOW ]i"';’-]\:i['l'i[ at |I]{.' C'&'Eﬁ.[{.'l]\.lz 1|§i:.| WC h.’l'-'{.' .'ll'.".E
wvhar 1s |_n_-gi|1|'|i:'|g to come out, | am f_';::uin; to discuss the issue of the use of
['I'l'l,l][i["llf.' COLL TS '::'I- '~|t'||.:lil.1:'\-| t:lll.l [.lll.'i.'l‘:." SIC o l..'..ll.lpi.ﬂ.' “‘!.- 'i\|.|"IL'|.' i:""\.'l.lf."" '."-'I!'lin.l'l ]
wanted to touch on that have been brought up this afternoon, one of which is

the choice of agent that we use for antenatal corticosteroids.

A very interesting paper has been published in the American Journal of
bsrerrics and f{';'-'.'.:'.- cJ."fJ_J_:‘. by Alan Jobe and R Eer Soll,”™ which looked ar the
available trials and separated them into those have used dexamethasone and
those that have used betamethasone. The interesting thing is there have been
no head-to-head comparisons of dexamethasone versus betamethasone, which
1ave looked ar substantive neonatal outcomes.™ There have been trials chart
look at antenatal feral heart rate tracings, which seems to be irrelevant if they

are not related to the ourcome for the baby.™ Jobe and Soll suggest thar

Jobe and Sall (2004).

- i1 e -

3 : indifferent

countres. 1 he | X esipned to rel th ] , berar sone, bue ar
different rates c 50 preparation is suitable for intravenous administration
NEE NYVEreGODTTISDnme, & ELARE ar Injecuon. I:ii.' 1CeTiale i':'.':"‘.:l'! sk 15 FOC SUranie

Ii'l INIFAVER LS I.I'u.. 15C MTIC I'i IELICTS RFE 3 MIXIUrG of (he acetale anct i ""i:.||-\.' derivarives
&g Celerrard®) Ering In some countries dexamethasone s more readily availlable than
betamethason featured in some studies. hese two steroids are 1sor
in which the ( iffer 5 9-t-flucro 16-0 me

|!r:.'-.=."|lxl=| NE; DECan

and 1067]. In the usual pharmacological tests of corticosteroid potency, they are equivalent. In

general, the mode of acton (pharmacodynamics) seem  similar, hey should be
therapeutically equivalent.” E-mail to Dr Daphne Christie, 10 J:
" See for example, Senat MV, Minoui 3, Multon O, Fernandez H, |

(1998} Eltect of dexamethasone and betamethasone on fetal heart rate variabilin




beramethasone is preferable ro dexamethasone, because the betamethasone
trials, compared with placebo, have a marked reduction in the incidence of
death, and [while?] dexamethasone has no stadistcally significant effects on
neonatal death, ."'k}l'_’]m::_',h one of the lhin:;,.‘- [:-"IL'_'-' :c:purn'd is the facr thar the
number of trials using betamethasone is substantially larger than the number of
trials using dexamethasone, and the numbers of participants in each trial of
betamethasone are larger.” However, they have suggested some biological
plausibility for this, and I am sure we are going to sce a lot more about what
agent we should be using. One of the issues that they raised is the availability of

=]

the drug, because no drug companies hold a licence for steroids for antenaral
indicarions, the '.21"i]i-1}' to get hold of dexamethasone and betamethasone in the
US is becoming more and more difficult, because no company is producing it,
because it doesn't have a licence. So people are using all sorts of ather steroids,
some of which clearly do not cross the placental barrier and may not be
effective ar all. They also raise issues about whether oral steroids may be as
f—r..’:"'-”-l as intramuscular steroids and also discuss ditferent Ways of j.ii‘-'izlf:‘, steroids
0] []1,;_- 'l.'l.l'."':'.'. ‘-'-'l"IL'l.I:'l':.': :.':,'n_j Can ;'_i'l,'q_' i'; i_|‘_[:,'- [}1;‘ |:1|:r.=.-.1!:=.n]n[L. lll'.i.l.l.. (4] j;i.'-'l'.' It
directly intramuscularly into the feral thigh, which seems a lirtle bit more
invasive than a \]uiu'k intramuscular injection into the mother's ||'|.3.;|"|. I suspect

we are going to see a lot more about the choice of the agent in the tuture.

We have heard a lot abour long-term follow up after a single dose of antenaral

steroids and the 30-vear follow up of the original Liggins and Howie erial will
be extremely useful. I think we probably need to do more follow up, much
Inngg-r-n-rm follow up of the other trials that have been done tw try to

strenethen the evidence base on the long-term effects, it only o be reassured

labowir: a randomized -Il.:-.:.:-' Britiah Jowrmal of Oduterrics and Gynaecofogy 105: 749-55. Subul

D, |:|'-'I}:!Ii.".'. . Devas P, Therby ). Leclere G, Vaast P, Puech F. (2003) Immediate and

delaved effects of antenaral corticosteroids on fetal heart rare: 2 randomized crial thar
betamethasone  phosphare,

Armerican _n-'.nr-'.l.:."--" (Mesterrics aned €

e

See note 75, Liggins to Howie, 11 Jan 2003




multiple courses of steroids. So it looks likely that we may end up with about
3000 women recruited around the world in trials on multiple courses of
sterolds versus the a 1i|1.f_1!:: course, mnstead of the 10 000 women. | am very
sceptical whether in five years time we will actually have enough informartion 1o
answer the question of the long-term ourtcomes. The short-term respiratory
outcomes look as if they may be favourable for multiple courses of steroids, but
clearly that is only part of the question. So the fact that we didn't ger the
-:.*ril;.i.l:l.l.] l]'i.l.]‘- i:'l.'“:l '|'||.'||..|.;.|.L' Yery {]LJ:.I'..Hl:L' ]‘..'l:'i Mo |'.Ili_"§l.._'\'\.tr||:|.' [.[llgh] us 0o

IMprove on past I:'IL'E'|-'R’J:]“:'I.'I['I:_C when It comes to antenatal corticosteroids.

The other thing to mention, I suppose, is that in the absence of trial evidence
about long-term outcome, people will rely on observational studies of long-
Lerm OutcCoOme. -]-|:'|I_' LDIE Il.l:l‘\-l.'l."‘.'.ll.iLl!'l.iI ?-Llll.l:‘.' ‘-'\.'![E] I-L".PI".'LI'!".IL;' COULSES I_I[. 5-.|_|_'|'|I‘i{‘|.\.
which has been published is from the Western Australian group, which
suggested a statistically significantly decreased incidence of cerebral palsy with
mulriple courses of steroids versus a '-il'.f_‘Jl.' course, but a statistica '._l. ~.i3;_n;|'i._.|;'|:
increase in signiticant behavioural problems among the children whe survived
to the age of six years. I was discussing this with Jane [Harding] during the
break this afternoon that in Australia and New Zealand the amount of steroid
used is going down, | think it is going down in the UK when | talk two
L‘I]|'|i.L'5.|.|".'i--\. t"l.'._rl.'..l"\-:.' l.|:- |.|:Ii.""\-i.' '.IILL'['fl.li:Tfik'h .,|_|'Jl;:': CoONnCceErns .l:;\lll'[[[ ]l']{" |'|;'|||'|'_
ﬁ':ht"l_'.:-.'lll:.'l.‘i 'l'-ill'] I'I'Ill-![:i}'lll.' COUrses l:lt- ~C1t.'T|'lil\|..=-. []-::-1.'.' WE EVEr gel |'|-;_'|_|F"j|;_' o
interpret what we say correctly, I am nor sure. Clearly the messages thar are
"‘”':'i“F““L at the moment are not thar steroids are bad, burt thar we need to be
more sophisticated in how we use them and how that information is
interpreted appears to be to stop using them.

-[.|'|{:' i"‘:';il':.\"‘l |'~:-I' lhk' I‘I.'-['.”L' In Terms l'll.':|'||| current ;.IE"H arc: r.."l';.' !"|:-_‘E'l."-. One i"\- .I.|.|

Wi Cannot I..'.“T':.'P.li_'.' ..Qi'i.'l'.li.l-_'.' WOITICT I.'..|:1|_| are going to ;,‘Il; IVET PrELErm wYery

effectively. We can agree we are going to deliver them preterm electively, but

Is this the correcr Western | ilia group reference?? Ec L, Hagan R, Evans 5. French ™
(1998) Antenatal sicroids, condition ar birth and respiratory morbidicy and mormalicy in very

preterm infants. fowrnal of Paediatrics and Child Health 34: 377-83,




for the vast majority of women who deliver spontaneously, we are not very
good at recognizing them. And things like fetal fibronectin and cervical length
1! |'.!'||.'.'|"|l“||.|'||.‘| e T"I"'”i:]; ]:'..l.:'-' I:'ll.'l.l'i B L0 l'.l.l'.]'.lll} ol f_‘\_:l.:'ll.l'i E?{ Wormen ‘-\'l:'ll.I dIc at a
much higher risk of preterm delivery, and we can targer our intervention more

effectively. I am sure that we will see much more of this in the future.

As to the gestational age at which to use steroids, whart formulation, whart dose,
and what route of administration, I think these are questions thar we will have
to tackle in the furure. Whar :._:L"-1-.I'.il.l[1:’|| age to give steroids? Mobody has
mentioned yet the trial that has only been published in abstrace that Peter
Sturchfield did in Wales where they recruited women who were going for
elective caesarean section at greater than 37 weeks.'” They randomized nearly
1000 women to receive steroids or not and showed a significantly decrease in
admissions to the neonatal unit with respiratory symptoms in the group given
[receiving?] steroids. So even beyond 37 weeks, if you deliver electively by
caesarean section, steroids seem to offer some advantages. The issue about
whether there is a cut-off when you don’t give them is going to be re-opened.
The mulriple course of steroids debate is, as [ said, still wide open, although we
will see more evidence abourt this over the coming years, and it may hopefully

ANSWED =0me '!]. CLlr l.|i|"."\|.2:-"'l‘.‘-.

A big lesson that has come out of the steroids trials = not only antenaral
steroids, but postnatal steroids — is that with perinatal interventions we really,
really have o look ar the children, if not the mothers as well, in the longer
term, because these babies don't stop developing the minute they are bom,
they go on and on and on.” | was reading in Time Magazine recently abour a
study where they had done serial MRI scans in teenagers and they are

suggesting that the brain does not stop developing unril age 25, which seems a

Where was the abstrace pringed?

Dir Clive Dash wrote: “The response by the delegares at the RCOG mesting in 1977 n

also have been remy l 1e anxiety, certainly among many clinicians with whom 1 spok

that time, thar the long- flecs mught prove to be signihcane.” E-mail o Dr Dap

Christie. 10 January 2005, Scc also note 20
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OM ADMISSION - TO BE FILLED IM BY HOUSE OFFICER OM ADMISSION

(Tick boxes where appropriate - do not fill in shaded boxes. For numerical
data fill in as follows e.g. Treatment number 86 =[0[0[8]6].)

HOSPITAL AGE TRE*’*'THE‘”_?“J"EER Rx_ | SMOKING HABITS DURING PREGNANCY

e THAT ONM THE DRUG

f[“I [_ﬂ_*—l_\ [:] [Apprnx no. per day}lilj

MENSES GESTATION [fmm LMP) Is PATIEHT CERTAIN OF

LMP (dat N S (+5
/ Regular ﬁ Irregular D ﬁj whks+ [ t days Yes ﬁ No D

OBSTETRICIAN'S ASSESSMENT OF GESTATION -
Is assessment in keeping with above estimation of gestation? Yes D NDD

If Mo, what is obstetrician's assessment?
PREVIOUS OBSTETRIC HISTORY HISTORY OF ORAL EL‘I.’rTHAELPTI'l.fE USE
Months on ofc before present pregnancy Ej

Gravid [ I Months stopped o/c before pregnancy EL—__rm
Parous i___L_ I Combined o/c [j Pr:}gestugen only D

FROM TO [ cooe
DRUG (WEEKS GESTATION) DOSE INDICATION

ke A Dall i B SOmR )

T0 BE FILLED IN BY HOUSE OFFILER ON ADMISSION

. HYPERTENSION o o0 oo _"__ [ ALBUMINURI A Present| |  Absent| |

highest value : : : N :
L If present is this due to g :
es No

during : ;
pregnancy) diastolic bp urinary infection?

CLINICAL TOTAL WEIGHT GAIN
OEDEMA Present Absent D DURING PREGNANCY

ANTEPARTUM HAEMORRHAGE (if present) YES-D ”'3|:|

Not investi gated'l:]

Placenta praew’a'D Abruptio placentae D Unknown I:I

ANY OTHER COMPLICATIONS OF PREGNANCY (list)




)

IS PATIENT IN PREMATURE LABOUR? [ -
(If No, proceed to Group Il patients) TE:“D ?‘DD

GROUP I PATIERTS
MEMBRANES DEGREE OF EFFACEMENT CERVICAL DILATION

Ruptured D

- (% or NK if (cm or NK if =
Intact | i not known) ]:I not known) ED
Uncertain D

FACTORS PREDISPOSING TO PREMATURE LABOUR DETAILS

bl

a) Recent operative procedure Yes D

==
=}

b) Urinary tract infection
c) Other infection

d) Multiple pregnancy

e) Trauma
APH
Incompetent cervix
Abnormal uterus

Rhesus incompatibility

(8 15 ) B 5 O O
i 1 O 0 O

Other (specify)

PLEASE FILL IN SALBUTAMOL RECORD FORM ATTACHED

GROUP I1 PATIENTS
1S THIS A PLANNED DELIVERY? IF S0, REASON

_ Toxaemia D
Yes D No [j Rhesus incompatibility D

Other (specify) : _.D
INITIAL LECITHIN/SPHINGOMYELIN AREA RATIO OR LECITHIN CONCENTRATION (if available)

Normal HD Day  Month  Year
Abnormally Tow D | '

Duubtﬁf'l I:]




SALBUTAMOL RECORD FORM - GROUP I PATIENTS

{To be completed at time of observation)

INITIAL ASSESSMENT NAME : [AREATMENT HO. | | ]

e ¥

CONTRACTION RATE/10 MINS D:l FORCE: weakl:l medi umD strungl:l
CERVICAL EFFACEMENT: nﬂD partial I:I cnn-p‘leteD CERVICAL DILATION ] l:m's

MEMBRANES: intactij rupturedD If ruptured, Date:- Time:-

INITIAL MATERMAL BP 5 I::D
4 PULSE : FOETAL )
d{..,L:] RATE *‘"*”“ HEART RATE EEjf’"““

SALEUTAMOL INFUSION RECORDS Date started:-_ Time:-_

; TR - I
MATERNAL IJTERINE LUNTHﬁ-C“IIONSi OTHER DRUG
e AL | DURATION RATE/ TREATMENT OR
‘ 10 MINS SIDE EFFECTS

(mins) | RATE BP |PULSE RATE (secs)
2 T !

PD3800/S Continued on next page




DATE AND
Tive  |INFUSION

SALBUTAMOL RECORD FORM

—_—

MATERNAL UTERINE CONTRACTIONS

DURATION| RATE/

(mins) | PFAIE BP PULSE RATE

INFUSION STOPPED
SALBUTAMOL TABS. 4mg
ANY CHANGE I DOSAGE?

LABOUR RE-ESTABLISHED

REPEAT TREATMENT GIVEN
If Yes, please fill in

(secs) | 10 MINS

——

OTHER DRUG
TREATHMENT OR
SIDE EFFECTS

Time;=_

q.d.s. STARTED Date:-

Date:-_ _ Time:-__

Yes [::] Ho [:]

continuation form (next page)
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CONTINUATION FORM FOR REPEAT OF SALBUTAMOL TREATMENT 3

(To be completed at time of observation)

CONTRACTION RATE/10 HIHS ‘ |
CERVICAL EFFACEMENT: il |:| partmlu cmnpleteD CERVICAL {JEL,P;T[I.‘}HE_ tms

MEMBRANES : 1'ntar.!._:| rupturcﬁD If ruptured, Date:- _ Time:=-__

DATE MATERHAL TERINE CONTRACTIONS

INFUSION

: =
_ﬁﬁ% RATE BP | PULSE RATE FHR | DURATION | RATE/ TREATMENT OR

(secs) | 10 MINS SIDE EFFECTS




FILL IN ONE RECORD FORM FOR EACH BABY WHEN MULTIPLE BIRTH,
(Tick boxes where appropriate - do not fill in shaded boxes.)

MOTHER'S TREATMENT NUMBER (see Mother's data sheet) | | | Rx CODE [ ]

BIRTH {if multiple pregnancy)

F (]

APGAR SCORE

I min after | iv'f_'l( . 1 5 mins after t:i!*’r.hL

TIME AFTER BIRTH OF CORD CLAMPING TIME OF FIRST GASP | |secs OR| | mins

<1 min r] =1 min L_} TIME OF REGULAR R spue.ﬂ.r[[:!;-[ ] mins

RESUSCITATION Mucus extraction | Sodium Bicarbonate ‘ITJ

IPFV rq Other (specify) |

Central cyanosis on arrival at baby nursery i’n‘.-:.-.’:nt[ l
- e

Time after delivery of arrival at mursery | Ji'l'ir'l‘-:
g [P B

Temperature on arrival at nursery [ |
EVIDENCE OF INTRAUTERIME INFECTION

Clinical

pneumonia

meningitis Nasal swab cv]turnl
urinary infection : Ear swab culture

other (specify) Gastric apirate

2

HYPOGLYCAEMIA (Blood

Routine Dextrostix

Lowest blood glucose = [ i Img®¥ ORL ; | ]I‘I?-1,fL at

||| hrs after birth

—

[ i Imge OR| | nM/L at] [ | hrs after birth

Duration of blood glucose <20mgk =




JAUNDICE

EE Absent J_ Highest serum bilirubin at { | days after birth
e | o
; = [ | | A e i g || | ;
Present | = | = | mg: OR | uM/L

: : 1 == BT g

DETECTION OF HMD (between 4=24 hours after birth)
Chest X-ray, 4-?4 hours
after birth

PRESENT Ifl.'_ll‘" S'JS[.'E"::.E"--' I‘II'J'LI ba'."‘lf"s}

15 consistent with HMD

ol
1 | . is not consistent with HMD |

Flaring nestrils

Grunting

uncertain |

|
|
Cyanosis i IL
|

g
Rib retraction |
i —TT" -
Maximum tachypnoea = | per min at

P, =

Is 1t possible that any oeeeddsddiimeswe 150256 15 responsible f

Tﬂg{_.l HQ[;_} If Yes, specify

or these signs?

IF HHMD PRESENT

o | e 5
Mild = never needed =40% 0 |
=

|
=l

Moderate - needed >40% but <B80% O, | cere ||
Severe - needed =>80% 0. andfor IPPY Other LJ State

BLOOD GASES

: - Inspired O
Time 0 pCo pH ;
S el concentration
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Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality

The UK multicentre :-.!lui:'\.é was designed in 1974, largely stimulated by the publication of
Liggins & How ie” and their prior animal studies. The idea for a UK study was an
amalgam of interest from some obstetricians and neonatal paediatricians and from within
Medical Dept of Glaxo in the UK because of the organizational link with the antipodes.

Clinicians’ views can change during the planning and conduct of long-term studies (about
4 years to plan and complete recruitment and follow-up for the UK :f.lljlj}'1 ). All clinicians,
who were involved in the early planning. recognized that more clinical work was needed
to confirm the results from NZ'. Everyone involved in the study planning recognized that
it was important to have commitment from an obstetrician and pacdiatrician at each
participating hospital®*. By the time the study recruitment started (about 1 year later),
some of the clinicians did not wish to recruit patients to the study for various reasons,
even after Ethics Committee approval. [Pertinent p. 28]

[* Pertinent p. 40

At the time when Ross Howie presented the results to RCOG in 1977, the UK study was
in its recruitment phase. Whether knowledge of the status of the UK study played any
part in the cool response of the delegates at the meeting, which Ross sensed. would be
speculative. [Pertinent pp.13, 38]

The response by the delegates at the RCOG meeting in 1977 may also have been
tempered by the anxiety, certainly among many clinicians with whom [ spoke at that
time, that the long-term effects might prove 1o be significant. [Pertinent p. 104]

Because of the Glaxo link, it was well-known in the UK which product had been used in
NZ'. The NZ product was an ester of betamethasone (acetate), the properties of which
caused a slower absorption from the intramusclular site than the very soluble product
(phosphate salt) available in the UK. It was estimated that more frequent injections of the
soluble product would give a similar bio-availability. The placebo used in the UK was
specially prepared for the study by Glaxo and consisted of the vehicle in which the
phosphate salt was formulated. Both were clear solutions in identical vials and labeled
similarly except for patient numbers assigned randomly. Thus, the blind was preserved.
[Pertinent p.15]

I had the pleasure to meet Mont Liggins on one of his visits to the UK during the early
3 3 - T | By 3 = a 3

planming of the UK study'. As others have said in this Witness Meeting. he was open

with his results and encouraging us to do more. [Pertinent pp. 12/14/29/30]

A taxing question in the design and analysis of the UK study was the imprecision in
estimating gestational age at the time of recruitment. Maternal dates and obstetrical
palpation were the only antenatal assessments available then — so different from the
current techniques! The clinicians documented both estimates for the analysis. These
were augmented (or confounded) by neonatal assessment™, which was also recorded.




[Pertinent p.21 this
change in clinical assessment is not mentioned in the transcripi, bl it is
important to remind readers of the circumstances that were present when a
particnlar piece of wark was undertaken, by contrast to current times|

In the mid-1970s in the UK, informed consent for clinical trials was generally verbal. It
was later that written consent and now written informed consent became part of normal
practice. [Pertinent p. 19]

The UK study was being planned at the time of the move from ethanol as a tocolytic to
various newly introduced beta-agonists. We decided to use salbutamol, if a tocolytic was
clinically necessary, so as to standardize one of the management modalities — and also
because salbutamol was developed by Glaxo! [Pertinent p. 30/31]

The UK study' finished recruitment in early 1978 and the findings of the initial analysis
supported those that had been reported reported elsewhere. These included a mortality
benefit especially in infants born before 34 weeks gestation; within 8 days after the
mother had entered the study; and if the mother had received at least three injections of
betamethasone phosphate (12mg). No new or interesting results were found. Partly
because of this, 1 did not think that publication of the study was a worthwhile priority
(insufficiently newsworthy). However, due to the persuasive powers of the late, Harold
Cramsu (for whom I have great admiration for his pleasant persistence and continuous
striving to fully understand the data) I was persuaded to coordinate a more detailed
analysis of the data with other colleagues at Glaxo.

|Pertinent pp. 30, 43]

In the planning of the UK study', we discussed whether a single course of betamethasone
or, if necessary, repeal courses at weekly intervals was appropriate. We decided on a
single course, partly because of worries about safety in the short- and long-term and
partly because of the logistics of providing the same blinded medication for each patient.
[Pertinent pp. 35/101]

In the UK study ', only 20% of the recruited patients delivered between 24 hours and one
week after recruitment (25% before 24 hours and 55% after one week).

[Pertinent p. 52]

The retention of clinical trial data in the 1970/80s was poor. This has changed in recent
years. When Harold Gamsu persuaded us to do a detailed analysis of the UK study, the
computer software had changed and so had most personnel acquainted with the prior
system. Luckily, Alex Paton at Glaxo was able to interrogate the database and through
her efforts we were able to meet Harold's expectations and answer his critical questions.
Also, Harold volunteered to keep safe the original case record forms and other study
documentation when Brenda Mullinger and 1 lefi Glaxo to pursue other career .
opportunities. I believe Harold always hoped to trace the babies in adult life to address
the question of the long-term safety. It is due to his diligence and enthusiasm that he
persuaded us (again, pleasantly) in 2001 to begin the process towards a 30+ years follow-




up. His untimely death occurred in August 2004, soon after this Witness Meeting. We
hope to continue this project with the support of NPEU in Oxford provided external
support can be mobilized and plan to dedicate any outcomes to his memory.

[Pertinent p. 54/55]

Various preparations of betamethasone are available in different countries. The
preparations are all designed to release the active sterol, betamethasone, but at different
rates. The soluble phosphate preparation is suitable for intravenous administration, like
hydrocortisone, as well as intramuscular injection. The acetate preparation is not suitable
for IV use. Some products are a mixture of the acetate and phosphate derivatives
{e.g.Celesione ", Schering). [Pertinent p. 105]

In some countries dexamethasone is more readily available than betamethasone and this
i5 why 1t has featured 1n some studies. These two steronds are 1somers in which the
methyl group differs in its orientation (dexamethasone is 9—alpha-fluoro 16-alplha methyl
prednisolone; betamethasone is 9-alpha-fluoro 1 0-beta methyl i*.-l:'uﬂl:imnh;:m:lc'. In the
usual pharmacological tests of corticosteroid potency, they are equivalent. In general, the
mode of action (pharmacodynamics) seem similar, so they should be therapeutically
L:qlLJi\';:|l:!1[. |]’|:|'E:|;'|g'ril P 105]
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Dr Pamela Davies FRCP Dr Daphne Christie
The Garden Flat d christie@ucl.ac. ik
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= o ‘”“n::tﬂn . SEacci: Tel: +44 {0) 20 7679 125

[t.}:\‘\:[.“ ]?\- LILY ![.l.- Farc: +44 () 20 76759 193

19th March 2004

Dear Dr Davies

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reduecing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm - 6.00 pm

I'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on *Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation.

Sir [ain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us

As you know, these seminars address issues of medical-lustorical interest in the latter half of
the twentieth century, focusing on British contributions. We invite witnesses of particular

events or developments to reminisce, discuss and debate between themselves, in a chairman-
ed meeting and with an audience of historians, scientists, clinicians and others, most of
whom also contribute with questions, commenis and their own reminiscences. The
proceedings are recorded, transcribed and prepared for possible publication. Throughout we
address questions such as “What was it like at the time?”, “Why did things happen the way
they did?" This is a particularly fruitful way of generating interest in, and providing material
sources for, the study of significant events in recent medical history. [ enclose a flyer of our
recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this

stage, suggestions of possible participants.

[ look forward to hearing from you and do hope yvou will be able to accept this invitation.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

CNncs.




Tel: 020 7289 8207 22 Manor House Court
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London = NW1 1AD

www.uclac.uk/Mistmed « +44 (0) 20 7679 100

Prof Sir Liam Donaldson

Chief Medical Officer Richmond House
79 Whitehall

London SWI1A 2N5

11 March 2004

Sir Liam

The Wellecome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm — 6.00 pm

I'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth” on Tuesday ],"-'.: June 2004, from 2.00pm — 6.00pm, i The Welleome
Bunlding, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chair the
meeting and Sir lain Chalmers is assisting us in the organisation

Sir lain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

These seminars address 1ssues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular evenis or
developmenits to reminisce, discuss and debate between themselves, in a chairman-led

meeting and with an audience of historians, scientists, clinicians and others, most of whom

also contribute with questions, comments and their own reminiscences. The proceedings are

recorded, transcribed and prepared for possible publication. Throughout we address
questions such as *“What was it like at the time?”, *Why did things happen the way they did?”
This is a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. [ enclose a copy of the introduction
10 the first volume of our published transcripts, which will tell you a hittle more about these

seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued Page 2

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust,

which is a registered charity, no, 210183, Histmed logo images countesy Wellconne Litrary, London




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant orezanisations lo attend the meeting and hope to promote a hively discussion

We will be providing further details in due course and would particularly appreciate, at this

stage. sugeestions of possible participants

I look forward to hearing from you and do hope you will be able to accept this invitation.

Yours sincerely

%QE-L. S Lo =

Dir Daphne Christie
Senior Research Assistant to Dr L'illi Tansey
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Professor James Drife FRCS FRCOG Dr Daphne Christie
Division of Obstetrics & Gynaecology o christief@nel ac wk

University of Leeds School of Medicine B ML L M .l;|:~-.-
[ Floor Fax: +44 {00} 20 7679 §193
Clarendon Wing

Belmont Grove

LEEDS LS2 9NS

19th March 2004

Dear Professor Drife

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

The Wellcome Trust Centre's History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth” on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite vou to this meeting and we would be
delighted to have you join us

As you know, these seminars address issues of medical-historical interest in the latter half of
the twentieth century, focusing on British contributions. We invite witnesses of particular
events or developments to reminisce, discuss and debate between themselves, in a chairman-
led meeting and with an audience of historians, scientists, clinicians and others, most of
whom also contribute with questions, comments and their own reminiscences. The
proceedings are recorded, transcribed and prepared for possible publication. Throughout we
address questions such as “What was it like at the time?”, "Why did things happen the way
they did?” This is a particularly fruitful way of generating interest in, and providing material
sources for, the study of significant events in recent medical history. [ enclose a flyer of our
recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
stage, suggestions of possible participants.

I look forward to hearing from you and do hope you will be able to accept this invitation,

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

ENCS.
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Dr Daphne Christie,
Senior Research Assistant to Dr Tilli Tansey,
The Wellcome Trust Centre for the History of Medicine
at University College London,
24 Eversholt Street,
London NW1 1AD
20" March 2004

Dear Dr Christie,

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00pm = 6.00pm

l'hank you very much for your letter of 19" March, kindly inviting me to take part in
this Witness Seminar. [ have happy memories of taking part in a previous Witness
Seminar and 1 am very flattered that Sir lain Chalmers has suggested inviting me to
this one. | am delighted to accept your invitation.

| have clear memories of perplexed clinical discussions during the 1980s about the
advisability or otherwise of using prenatal corticosteroids, while we were sull relying
on the evidence of individual trials. [ hope these recollections may be of interest and
I hope that we shall also reflect on the general change in approach to evidence-based
medicine that followed the introduction of new methods of addressing this problem.

I am very much looking forward to the seminar, and thank you again for inviting me.

Best wishes.

Yours sincerely,

James Drife, MD FRCOG FRCPE FRCSE
Professor of obstetrics and gynaecology




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street « London = NW1 1AD
www. el ac.uk/histmed = +44 (0) 20 7679 8100

Prolessor James Drife FRCS FRCOG Dr Daphne Christic
Division of Obstetrics & ( rynaccology ClirT e (i
Unmiversity of Leeds School of Medicine

[0 Floor

Clarendon Wing

Belmont Grove

LEEDS LS2 9SS

26 Apnl 2004

Dear Professor Dnife

The Wellcome Trusi’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm hirth

Tuesday 15" June 2004, Zpm—bpm

We are delighted that you are able to attend the above meeting and are happy to tell you that
plans are proceeding well. A copy of our publicity material is enclosed and 1 will be sending

you a drafl programme in due course. A full attendance list will be available at the meeting

We will be asking some participants to “start the ball rolling™ by saying a few words on
specific subjects, as we like to prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show slides or
overheads at the meetings, as we wish to encourage informal interchange and conversation
If however, you would like any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair.

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 810611 you

have any queries prior to the meeting.
We very much look forward to seeing you at the meeting.

Yours sincerely

—
cSe—L oo
Dr Daphne Christie
i 3 Senior Research Assistant to Dr Tilli Tansey

cIe

The Wellcome Trust Centre for the History of Medicine a1 miversity College London is funded by the Wellcome Trust,

which is a registered charity, no. 2100183, Histmed logo images courtesy Wellcome Library, London
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Wendy Kutner

From: Sheila Duncar
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Professor Peter Dunn FRCP FRCOG FRCPCH Dr Daphne Christie
Emeritus Professor d, christieimuc! ac,uk

Dept of Child Health ey il ac i ed

J . +44 {0) 2 B &125

Southmead Hospital Faxc: 444 (0) 20 7679 £193

Southmead Road

BEISTOL BS10 5sNB
19th March 2004

Dear Peter

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm — 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on °Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir Iain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite vou to this meeting and we would be
delighted to have you join us.

As you know, these seminars address issues of medical-historical interest in the latter half of
the twentieth century, focusing on British contributions. We invite witnesses of particular
events or developments to reminisce, discuss and debate between themselves, in a chairman-
led meeting and with an audience of historians, scientists, clinicians and others, most of
whom also contribute with questions, comments and their own reminiscences. The
proceedings are recorded, transcribed and prepared for possible publication. Throughout we
address questions such as “What was it like at the time?”, “Why did things happen the way
they did?” This is a particularly fruitful way of generating interest in, and providing material
sources for, the study of significant events in recent medical history. I enclose a flyer of our
recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this

stage, suggestions of possible participants.
[ look forward to hearing from you and do hope you will be able to accept this invitation.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




Peter M Dunn, MA, MD, FRCP, FRCOG, FRCPCH
Emeriins Provessor of Peringral Medicine

and Child Health
Home Address Wark Address
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[73 Henbury Road Department aof Child Health
Henbury Southmead Hospital
Bristol Souittmead Rood
BSI0 7AD Brisrol
Tel: O0f 17 05006582 BEI0 SNE

Tel: OF 17 9505050 Exi. 3823

Our Ref: PMD/gmv
Date: 2™ April 2004

Dr. Daphne Christie

Senior Research Asst. to Dr. Tilli Tansey

Wellcome Trust Centre for the History
of Medicine

24 Eversholt Street

London

NWI1 1TAD

Dear Daphne,

Re: Witness Seminar — Prenatal Corticosteriods ......

It was very kind of lain Chalmers, Ed Hey and yourself to invite me to this Wellcome
Trust Seminar. | would really have enjoyed participation but unfortunately am not
able to get away to London on that day. 1look forward in due course to reading the
transcripts when they are published.

I'hank you again for inviting me.

Yours sincerely,

- "t'.{,J

Peter M. Dunn
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Professor John Gabbay

John Gabbay, Professor of Public Health, is Director of the Wessex Institute for Health
Research and Development. This chiefly comprises the NHS National Co-ordinating
Centre for Health Technology Assessment (NCCHTA), and the Southampton HTA Centre
(SHTAC).

Professor Gabbay's past research has focussed on the evaluation of organisational
schemes to improve the quality of clinical care in the NHS. Other recent research has
included a review of methads for early identification of emerging health technologies,
and work on the use of population health indicators in the NHS. His early work was on
the social construction of medical knowledge from a historical perspective, and he later
carried research on management and organisational behaviour in the NHS,

He led the team which produced the report of the Clinical Standards Advisory Group on
clinical effectiveness, using the care of stroke as the exemplar, and demonstrated that
the then government’s policies on improving the quality of clinical care were
fundamentally flawed in their implementation. The recommendations from that report
helped to influence the 1997 government White Paper, A First Class Service. He has also
helped to evaluate other regional and national schemes including the Oxford Region
GRIPP {Getting Research into Practice and Policy), the King's Fund/ Department of Health
PACE (Promoting Action on Clinical Effectiveness) programmes, and the Welsh Clinical
Effectivenass Initiative, highlighting some of the keys to success and failure. A
forthcoming book commissioned by Oxford University Press on the organisational
behavioural aspects of evidence-based health care will synthesise the results of these

and three further related research projects carried out by Professor Gabbay and his co-
authors,

A recent grant from the NHS Services Development and Organisation Programime -
jointhy with University College London - will allow him to study qualitatively the ways in
which patient pathways are designed and implemented as part of the new NHS Diagnosis
and Treatment Centres. This work links with his interest in the use of research
knowledge to improve health services. As a member of the Treatment Decisions Group
af the Community Clinical Sciences Research Division, his current work in this field also
includes an action research project working with two "Communities of Practice” to
understand the knowledge behaviours of multisectoral groups who are designing and
implementing improvements in the care of the elderly, and an ethnographic study of
knowledge management in primary care. He is also a member of the MRC Qualitative
Depression Study, which will lead to a deeper understanding of treatment decisions for
depressad patients in primary care.

Gabbay 1, Dopson 5, Ferlie E, Fitzgerald L, Locock L. Understanding the role of opinion
leaders in putting evidence into practice: the methodological challenge of reviewing
gualitative research: Jowrnal of Epidemiclogy & Commumnity Health Vol 54 No 10 October
2000 p 780. (abstract)

Recent Publications

Oliver 5, Milne R, Bradburn J, Buchanan P, Kerridge L, Walley T, Gabbay J. Involving
consumers in a needs-led research programme: a pilot project. Health Expectations 2001
Vol 4 No 1. March 2001

|'1|f1]"fl'l.'l"t"-"'-‘-"'-"-'--‘l'l|'I'I.ﬂl.l[l.Iil.:i-L'.l.I]n..'I[L'h.l;.':!l'Lh.'ll_']:u. simembers/eabbay. him 02/03/200
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Oliver 5, Milne R, E-radpburn ], Buchanan P, Kerridge L, Wally T, Gabbay J. Investigating
consumer perspectives on evaluating health technologies Evaluation: 2001 (4) 468 - 486

Robert G, Stevens A, Gabbay 1. Identifying New Healthcare Technologies: Methods in
Evidence Based Healthcare SAGE 2001 chapter 25, p 451

Dopson 5, Locock L, Chambers D, Gabbay J. Implementation of evidence-based
medicine: evaluation of the Promoting Action on Clinical Effectiveness programme. J
Health Services Research and Policy 2001 Vol 6 No 1 23-31

Gabbay J, Kerridge L, Milne R, Stein K. The NHS R&D Health Technology Assessment
programme. In Baker MR, Kirk S, eds. Research and Development for the NHS: evidence,
evaluation and effectiveness , pp 141-62. Abingdon, Oxon.: Radcliffe Medical Press,
2001.

Ferlie E, Gabbay J, Fitzgerald L, Locock L, Dopson S. Evidence-based medicine and
organisational change: An overview of some recent qualitative research. In Ashburner L,
ed. Organisational behaviour and organisational studies in health care: Reflections on the
future, pp 18-42. Palgrave, 2001.

Locock L., Dopson 5., Chambers D, Gabbay J1.. Understanding the role of opinion
leaders in improving clinical effectiveness. Social Science and Medicine: 2001 53 (8):
745-757

Mo magic targets! Changing Clinical Practice to Become More Evidence Based. Health
Care Management Review 2002 (27) 35 - 47

Surender R, Locock L, Chambers D, Dopson S, Gabbay J: Closing the Gap Between
Research and Practice in Health: Lessons from a clinical effectiveness initiative Public
Management Review: 2002 (4) 45 - 61

Exworthy M, Wilkinson E K, McColl &, Moore M, Roderick P, Smith H, Gabbay J. The
role of performance indicators in changing the autonomy of the general practice
profession in the UK, Social Science and Medicine: In Press, Uncorrected Proof, Available
online 9 June 2002
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The Wellcome Trust Centre AT
for the History of Medicine ~ _——_
at University College London U(C]L

24 Eversholt Street = London = NWI 1AD
www.ucl.ac.ukistmed = +44 (0) 20 7679 8100

Professor John Gabbay FFPHM RCP Dr Daphne Chnstie
Llniversity of Southampton ]

School of Medicine

Department of Biomedical Sciences

Boldrewood

Bassent Crescent East

Southampton 5016 7TFX

3 March 2004

Professor Gabbay

The Welleome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm — 600 pm

I'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s orgamsing a

Witness Seminar on *Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 157 June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chair the

meeting and Sir lain Chalmers is assisting us in the orgamsation

Professor Miranda Mugford and Sir lain Chalmers have both recommended that we mvite

you to this meeting and we would be delighted to have you join us.

Fhese seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite wilnesses of particular events ol
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most ol whom
also contribute with questions, comments and their own reminiscences. The procecdings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, *Why did things happen the way they did™
This is a particularly fruitful way of generating interest in, and providing matenal sources for,
the study of significant events in recent medical history. | enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these

seminars, and a flyer of our recent publications to illustrate the range of lopics we cover
)

Continued Page .
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We are in the process ol imviting semor scientists, chinicians, and representatives fron

relevant organisations to attend the meeting and hope to promote a lively discussion
We wall be providing further details in due course and would particularly appreciaie, al
stage, suggestions of possible participants

I ook forward to hearing from you and do hope you will be able to accept this |

Yours sincerely

6—‘1';-:”.. G _.—:"'., ol

[ F
D Daphne Christie
Senior Research Assistant to D Tilli Tansey

[} [+
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
www.uclLac.uk/histmed = +44 (00 20 7679 8100

Professor John Gabbay FFPHM RCP, University of Southampton, Dr Daplne Christae
School of Medicine, Department of Biomedical Sciences

Hl.:-|l.|:'.;'l.'-|||l|1

Bassetl Crescent East

Southampton

SOl6 TPX

26 April 2004

Dear Professor Gabbay

The Wellcome Trusi’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm—6pm

We are delighted that you are able to attend the above meeting and are happy to tell you tha
plans are proceeding well. A copy of our publicity material is enclosed and | will be sending

you a drafi programme in due course. A full attendance hist will be available at the meeting

We will be asking some participants to “start the ball rolling” by saying a few words on
-»|1._'|;1|'|-,_' subjects, as we like to prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show shdes or
overheads at the meetings, as we wish to encourage informal interchange and conversation
If however, you would like any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 8106 11 you

have any queries prior o the meeting
We very much look forward to seeing you at the meeting

Yours sincerely

f}f Dr Daphne Christie
Senior Rescarch Assistant to Dr Tilli Tansey

ENC
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
www.uclacuk/istmed = +44 ((0) 20 7679 8100

Professor John Gabbay FEPHM RCP [ | laphne Christie
Limversity of Southampton !

School of Medicine

Department of Bromedical Sciences

Boldrewood

Bassett Crescem East

Southampton

S016 TPX

16 June 2004

Dear Professor Gabbay
The Welleome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity

and mortality associated with pretern birih

May [ say on behalf of The History of Twentieth Century Medicine Group and the co

organiser, how grateful we are 1o you for your contributions to yesterday’s meeting? It

really was a splendid occasion, and we hope that you enjoyed it as much as those ol us

who were observers

As mentioned n previous correspondence and at the meeting, the taped proceedings ol
the meeting will now be sent for transcription, and we hope to have a draft manuscript to
send you 1 about six months tme for your comments. Ultimately we imtend to publish

an edited version of the proceedings. and you will be sent a copyright assignment form

and imal proof before publication

Yours sincerely
Buipln (O

D Daphne Christic
Senior Research Assistant to De Tilli Tansey

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust

which is a registered charity, mo. 210183, Histmed logo images counesy Wellcome Library, London




Message

Dr Daphne Christie

From: Gabbay J. [J.Gabbay@ soton.ac.uk]
Sent: 10 January 2005 12:04

To: d.christie @ ucl.ac.uk

Subject: RE: Witness seminar

To save you typing, and in case you want to tinker with it (feel frea!) here is an elecironic version of my bio

John Gabbay, born 1949, ||:1.-:.5'.I‘u.1:. in medicine at Manchester in 1974, Afver 7 years at the Urniversity of i:i':‘:'lh:ll.'.;,'_-:' woarking on the social

OTIgIng of medical };;|.||_|,-'5.'-|'|!_r|:-. he rrained in |'||||'|||-_' health and in the 1980z carried ot ||||.||II.|r|-.'.' research on MHS management and clinieal
audir. =From 1992 o 2004, when he retired, he directed the Wessex Institute of Health R& D, which now houses the Mational Coordinating
Centre for Health Technology Assessment, which he also directed. His recent research has focused on the |;|||||.;-_--,|.;-;;;,||;|=.|| of evidence in clinical

pract ice

11/01/2005
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John Gabbay

Emeritus Professor, University of Southampton.
1 Daniells Close

LYMINGTOMN S041 3P0

Usual telephone: +44 (0) 1590 671918

Office telephone: +44 (0) 2380 595649

Mobile: +44 (0) 7774 890016

Email: |.gabbay & solon.ac.uk <mailto;jg3 & soton.ac.uk>

Do you know about http:iwww.thehungersite.com? When you click on the site, you generate the
equivalent of 1.1 cups of staple food, funded by sponsors of this UN-generated scheme. You're
allowed 1 clickiday - that's around 400 cups/year of food aid - and there are easy links to other similar
sites.

Original Message-----
From: Gabbay J.
Sent: 10 January 2005 11:38
To: 'd.christie@ucl.ac.uk’
Subject: Witness seminar

Just seen that you wanted the corrections and forms etc returned by today. | should be able to get them to you by
Wednesday if that's OK. Rest assured | will have made only the slightest of changes to aid clanty!

Jx

John Gabbay

Emeritus Professor, University of Southampton.
1 Daniells Close

LYMINGTOM S041 3P0

Usual telephone: +44 (0) 1590 671918

Office telephone: +44 (0) 2380 595649

Mobile: +44 (0) 7774 890016

Email: j.gabbay @ soton.ac.uk <mailto;jg3 @ soton. ac.uk>

Do you know about http:/iwww.thehungersite.com? When you click on the site, you generate the
equivalent of 1.1 cups of staple food, funded by sponsors of this UN-generated scheme. You're
allowed 1 click/day - that's around 400 cups/year of food aid - and there are easy links to other

similar sites.

11/01/2005




Lois Reynolds

To: J.Gabbay @ soton.ac.uk
Subject: Witness Seminar: Corticosteroids, 15 June 2004

Dear Professor Gabbay,

['ve taken over the .;_-._lhin;-l of this rranscript from ['|.I|:'l.."||'.-:.' Christie and notice that no corrections have

been received since your email of 10 January 2005 with yvour I'li.lii-sir.ll.'li.'liLilI note.

| would be grateful for any changes that you wizh to have included in the texr.

Best wishes from Lois Reynolds

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the H:.x‘.c'-rj.' af Medicine
at UCI

210 Euston Road,

LONDON

NW1 BE

Tel: 020 7679 8123
|.'I1'|.ti]: |.|'L".'['|l.l|l.|.'i[""- LiC I..Il..‘.ll-L
Fax: 020 7679 8192

f - 1
VAN I,'.\_.l diL I,||-I.. 11I‘.I|'|'|l.'i_!.‘.'n.'l.l!'ll._"-ﬂl._"..l"l'll'lll

The Wellcome Trust Centre 15 ~.1L|1pm[ud by the Wellcome Trust. a rezistered
charity, no. 210183,
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John Gabbay

Emeritus Professor
University of Southampton
Please write to:

1 Daniells Close
LYMINGTON SO41 3PQ

Usual telephone: +44 (0) 1590 671918
Office telephone: +44 (0) 2380 595649
Mobile: +44 (0) 7774 890016

Email: jg3@soton.ac.uk




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street » London = NW1 1AD

e i | B - | 1 & 1
www.uclLac.uk/histmed « 44 (0) 20 7679 5100

Professor John Gabbay FFPHM RCP, Dr Daphne Christie
University of Southampion, d.christiefaucl ac. uk
School of Medicine, wiwiw. ticl ae. wkhistmed
Department of Biomedical Sciences Tel: +d44 (0) 20 7679 3125
Boldrewood, Bassett Crescent East Fax: +44 (00 20 7679 8193
Southampton SO16 7TPX

7 December 2004
Dear Professor Gabbay
Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality

I enclose a draft transcript of the Witness Seminar on ‘Prenatal Corticosteroids for reducing
Morbidity and Mortality” to which you contributed. We intend to publish a version of the transcript
i November 2005 under the auspices of the Wellcome Trust Centre for the History of Medicine
at UICL.
I would be most grateful if you could check your own contributions for general sense, accuracy and
tvpographical mistakes. We do not encourage extensive alterations, as the purpose of these
publications is to retain the freshness and informality of the meeting. However, any additional
information can be added as a footnote and you may like to suggest such material Please mark all
corrections clearly on this copy and retumn it to me by Monday 10 January Earlier published
volumes in the series can be viewed on our website, www.ucl.ac.uk/histmed/w itnesses.hitm|
If you would like to comment on any other part of the transcript, other than the corrections to your
own contribution, please feel free to do so.

e Please provide a 2-3 sentence biographical piece for inclusion in the notes at the end of the

volume including year of birth and dates of major appointments.

Please sign and return the standard form assigning copyright to the Wellcome Trust. *

Please let us know if you do npt want your namg included in our twice-yearly

marketing mailings. Froe £ o, sp 7 W fa of el gt ni

I : = _I.-‘__'I. i J -
We would like to include illustrations of early work in the volume. If you have any suitable *
images or figures, please include these with the pages They will be carefully scanned and
returned in protective packaging Me e
A final proof version, incorporating the changes made by all the participants, added footnoles,
and any queries will be sent to you in September 2005 for return within a week. At this stage
only minor corrections, such as those of a typographical nature, will be possible

The tapes, earlier versions of the transcript, and any additional correspondence generated by the

editorial process, will be deposited in Wellcome Library. A version of the transcript will also be

mounted on the Wellcome Trust Centre’s website shortly after publication.

[ look forward to hearing from you.

Y ours sincerely

= .
|

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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experience, counts-atteast’ and of course what the great and the good

around you are saying/ your local opinion leaders; counts at least as

gl

much as what we would like people, as rational scientists, what we
J

would like them to use as evidence. I would like to hear more about

that interaction berween different forms of evidence in people’s minds

as they develop their policies.

Mugford: I think it’s just an anecdote to add to John's point, to the
strength of it. When James Piercy and I went to the Department of
Obstetrics in Oxford, at the end of his dissertation period, to present
our economic modelling, Professor Turnbull was in the audience and
]'IL' was 'L'L'J':'.' g[:‘li’:i.{”]ﬁi :“'H.! ]'iil'll'.] :!]1([ 'L'I;'r:.' gl;']'ll'_[l,_' \‘Lll'_h s as :.'I;:Illng_’;
researchers, but at the end of all the questions from midwives and
neonatal nurses and house officers, he stood up and said but of course
this is all, I cannot remember his exact words, and [ won'’t even try to
do it, but he very gently poured a lot of cold water on it, because we
hadn’t taken account of the effect on women, and the increase in risk
of infection in women. And so I bowed to his authority, I couldn’t
deny it, but I said as far as | knew the systematic review had not
shown any effect in that FCSpEct, but I wasn’t confident -;.‘IHH!!::}I. So
that the general mood of the audience I think at the end was that the
authority was that what we had done had been a bit of a waste of

time,

Chalmers: Alex Turnbull was Professor of Obsretrics in Oxford at che

rime. He was also one of the people looking at the maternal mortalicy




Prenatal Corticosteraids for Reducing Marbidity and Mortaliny

experiences for the report and I know that he was very influenced by a
particular woman who had died of septicaemia, who had received
corticosteroids, and that was I think the basis for his opposition. It’s
right that if you have seen someone have a haemorrhagic stroke after
you have given streptokinase, it makes it far more difficult to say that
[hi_‘; |\- F | PU“{;F [l'lﬂl’ WC H]-I{}Lt]d i.].'L{l':III'I'[. hL'{ﬁ.L]NL' :r'{:ll.l -:11'._'”.]:!”:!.' l:{[fl]'lll_' LC['IE]'“.-'
which of your patients would have died if you hadn’t have given it to
them. Bur in fact it wasn’t the case in St Davids. In St Davids they
had adopted steroids on the basis of the trials, This study that Roger
did was a retrospective assessment which didn’t, they didn’t rake it
up, they had taken it up to a greater extent than University Hospital
of Wales, and that was as you said in fact based on the Liggins and

Howie trial.

Hayward: [ wonder whether it might be useful briefly describing
intervention that I led on over a two-year period, which was partly
triggered by Richard’s list of suggested effective interventions that
should be used for perspective audit by obstetricians under the banner
of the RCOG. I will need about four minutes to describe it. I am
Director of Public Health in Newham, but I am really here because |
was then a public health specialist in training ar Camden and
Islington health authority, and I have known Iain for years, because I
am married to his sister. It took me 10 years to really get a grip on
what he had been going on abour, about evidence. Bur there’s
nothing like a convert late in life to become a passionate advocate, so

having at last seen the light after 10 years it made me very interested

to know quite why other people were having equivalent problems.




Professor John Gabbay, born 1949, qualified in medicine at Manchester in 1974,
Origins of If"Il,'-.:.il. al

\fier 7 years at the University of Cambridge working on the socia

knowledge, he trained in public health and in the 1980s carried out qualitative

research on NHS management and clinical audit. From 1992 to 2004, when he retired
he directed the Wessex Institute of Health R&D. which now houses the National
Coordinating Centre for Health Technology Assessment, which he also directed. His

recent research has focused on the implementation of evidence in clinical practice

Docoment2  10/01/2005




THE WELLCOME TRUST
WITHNESS SEMINARS
COPYRIGHT ASSIGNMENT

Witness seminars are intended 1o address issues of medical-historical interest in the larter half of the
twentieth century. The entire proceedings are recorded and transcribed by the Wellcome Trust with a
view o ]*Llilliu-.l[ili'l'l T generate interest in, and |'|r"'.'i.-.|_|,' material soirces !..l:-s. the \1:.|L|.:'|' of ~i;_‘1r'|i|‘.ll..L!1I: EVEnes
Il FECent medical history, As -L-:'|p1.'r|"||.1 I any |'|1||'||- Vil & IIl.‘| L]II ring I|Il. |!'rfl'5.-!.'L'L]ir1!.‘.'- |‘l’.‘]“”1."\- o W
{copyright in the recording of the Pmuuhn-n |.'|¢_|1I|:'|"||=|'-f to the W Ll]mm: Trust), we would be grareful i
you would complete this |.|.1|I'|'| to cnable the Wellcome Trust to use your contribution in the manner and

!.n-: l]1:: E'll_l[E'll:l‘ll_"‘\ irl.!l.li['li."l.! .L|.1':I‘-"L'.
R e =

MAMLE Professor John Gabbay FFPHM RCP

2. ADDRESS
University of Southampron, School of Medicine, Department of Biomedical Sciences Boldrewood,
Bassert Crescent East Southampton 5016 7I'X

3. WITNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity and Moruality
15 June 2004

4, ASSIGMNMENT

|_ |_|_'||'|r-|;||-_ |||_§| I AT [I‘g.;- _|_[||:h;.r _|||.-;| ]{'f-:'ll W NCT |:.‘|. |1|.1,' |_'|:'||1‘,E||'|':||:||'||| [ the E'll'l'l-.'-:-:_'LI.II'.sr_'« lilr.l.lll.' 1\\;Iif_l'|._-,.'-\.
Seminar and of any comments | may have made on any draft transeript (*my Conrribution”), and |
assign to the Trustee of the Wellcome Trust (“the Trust”) the copyright in my Contribution.

SOUND RECORDING

| ,-;.;1'.ﬂrm that the entire g'.:'||_'|1.':i!3|11 and all ather 1i!_']'|'!‘| in the sound It'l.l.'l1l2.|]|l§: Ilﬁ-'lll-':' ':Ir.lll'lf-'
Conrribution by the Trust at the Witness Seminar (“the Sound Recording”) and the transcript made
of the Sound Recording belong to the Trust for the full period of copyright including all renewals
and exrensions

PUBLICATION

[ acknowledze the right of the Truse as assignee of the L|;1|:-_1,'n§;i'|[ in my ( ontribution o ;I'II,LE'||i~\.|'| my
Contribution in whole or in parr.

I acknowledge the righr of the editor of any publicarion of my Contribution to edit my Contribunon
provided that my .1p|m|-.|| of any changes made by the editor will be obtained (such a |1pr|r-~1| Mo oo
be unreasonably withheld).

USE OF MY CONMTRIBUTION

I reserve the right to make use gf my Contribution, having first obrained the permission of the Trust
for me to do so (such permissipn not to be unreason: :nl'rmrh 1eld) and [ confirm that in any such
use [ will aekngwledge dye Trust.

Signed s [}-.uc.....-..r.




Lois Reynolds

From: Gabbay J. [J.Gabbay @ soton.ac.uk]

Sent: 01 June 2005 11:54

To: ucgarey @ ucl.ac.uk

Subject: RE: Witness Seminar: Corticosteroids, 15 June 2004

Oh dear - that's \'.'(lII.'_‘.'iI'.j_‘.. [ |1L|5~Lu! them withour Lu.'-.'p':l'u:; A COPY, and 1
-.LL'l."I.l.i:'I.l_'n' I._':|.|!|.| |'I.'\..|” '\"r'l]i“ ||"||.':r' Were Ii.'."'il.‘l.'l'l[ |.h-||: []'Ili.':l' Were i-l.."-.‘. I'll.:[ - !
thought at the time - quire imporrant corrections/ clarificarions. .
Could you send me another copy or fax me the pages where | “appear™?
You'll need o warn me to switch the fax on if the latter.

;‘\‘-;'l.' :...IH i\. lhli_' ILJ‘-II.II.' [{'I.Q'E'!ll'.lll'll.'" !I'.l.l]'.l'li.l I'l‘i. |||'|‘-':

B

John Gabbay

Emeritus Professor, University of Southampron.
| Daniells Close

LYMINGTON 5041 3PQ)

Usual telephone: +44 (0) 1590 671918

Office telephone: +44 (0) 2380 595649
Mobile; +44 (0) 7774 890016

Email: j.gabbay@soton.ac.uk <mailto:jg3@soton.ac.uk>

Do you know about hrep:/fwww.thehungersite.com? When you click on the
site, you generate the equivalent of 1.1 cups of staple tood, tunded by
sponsors of this UN-generated scheme. You're allowed 1 ¢ lick/day -

thar's around 400 q.!.I]'i:-.'l_'.'»:.'.I:I' l.ri-r.lll'll.‘i I|_i|_| - -H'I'l.‘i |_|:'||;[r; are casy 3i||,|-.:,'-. o

other similar sites.

Original Message
From: Lois Reynolds |mailto:ucgarey@ucl.ac.uk]
Sent: 01 June 2005 11:28 .
Ta: |.Gabbay@soton.ac.uk

Subject: Witness Seminar: Corticosteroids, 15 June 2004

Dcar Professor Gabbay,
I've taken over the editing of this transc ript from Daphne

Christie and notice that no corrections have been received since vour
email of 10 January 2005 with your biographical note. ;

1 would be gr.itt'lul for any L'|'|H['|E:L‘.‘| that Yol wish to have
included in the rext.

Best wishes from Lois Revnolds

:"-hw Lois Rk"u'11lutq§i




Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centree for the History of Medicine
at U]

210 Euston Road,

LOMN DN

N%W1 BE

Tel: 020 7679 8123

email: L.reynolds@ ucl.ac.uk

Fax: 020 7679 8192
wowrw.ucl.ac.uk/histmed/witnesses.himl

The Wellcome Trust Centre is supported by the Wellcome Trust, a

[._-E_rli5,|g-|;_-._|_ charity, no. 210183
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PRENATAL CORTICOSTEROIDS FOR
REDUCING MORBIDITY AND MORTALITY IN
PRETERM BIRTH

Participants

Among those attending the meeting:

L b} y e | 1 ' i = L 1 i i ' |
Professor Richard Beard, Dr Sheila Duncan, Professor Abby Fowden D An

Lir John Muir Gray, Professor Alison Macfarlane, Dr David Pai

i
Professor Maureen ¥ LI

Apologies include:
Professor Sir Robert Boyd, Dr Clive Dash, Professor Geoffrey Chamberlain
Dr Pamela Davies, Professor Sir Liam Donaldson, Professor | cicr Dunn
Dr Jonathan Grant, Professor Aidan Halligan, Professor Mark Hanson,
Professor Foss Howie, Professor Frank Hytrer Professor Mare Keirse
Professor Sir Graham | iggins, Dr Jerold ssor Sally MacInryre,

I;': |"-Il-li-!'f-=:l'. :.'-JI.L'Ii. E':“'-..H-I: |:'!| ¢ :.\I:::. I I (el | -.':- :"- irnara St ._i_.!:.:_
BT

r Paga kil d ) - : ¥ i LL LU
Lir Perer Soutchbicld, D Perer Williams, Professor Mark Walpor
i \

Professor Jonathan W SIS Orih




Professor Harold Gamsu FRCP Dr Daphne Christic
26 Calton Avenue o christieltincl ac uk
Dulwich AL akrhis
LONDON SE21 TDE

19th March 2004

Dear Professor Gamsu

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2,00 pm = 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15™ June 2004, from 2.00pm - 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation.

Sir Iain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

As you know, these seminars address issues of medical-historical interest in the latter half of
the twentieth century, focusing on British contributions, We invite witnesses of particular
events or developments to reminisce, discuss and debate between themselves, in a chairman-
led meeting and with an audience of historians, scientists, clinicians and others, most of
whom also contribute with questions, comments and their own reminiscences. The
proceedings are recorded, transcribed and prepared for possible publication. Throughout we
address questions such as *What was it like at the time?”, *Why did things happen the way
they did?” This is a particularly fruitful way of generating interest in, and providing material
sources for, the study of significant events in recent medical listory. I enclose a flyer of our
recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
slage, suggestions of possible participants.

[ look forward to hearing from you and do hope you will be able to accept this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

CNCs.




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
www.uclac.ukhistmed = +44 (0) 20 7679 8100

Professor Harold Gamsu FRCEP
26 Calton Avenue

Dulwich

LONDON SE21 TDE

26 April 2004

Dear Professor Gamsu

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm-6pm

We are delighted that you are able to attend the above meeting and are happy to tell you that
plans are proceeding well. A copy of our publicity material is enclosed and 1 will be sending

vou a draft programme in due course. A full attendance list will be available at the meeting

We will be asking some participanis to “start the ball rolling™ by saving a few words on
specihic subjects, as we like to prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show slides o
overheads at the meetings, as we wish to encourage informal interchange and conversation
If however, you would like any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 8106 if you

have any queries prior 1o the meeting
We very much look forward to seeing you at the meeting.

Yours sincerely

(S-S Tl

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

The Welleome Trust Centre for the History of Medicine at Uniy crsity College London is funded by the Wellcome Trust,

which is a registered chamity, no. 210183, Histmed logo images counesy Wellconre Library, London
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Professor Harold Gamsu FRCP v Daphne Christue

26 Calton Avenue
Dulwich
LONDON SE21 TDE

16 June 2004

Lear Protessor Chamsu

The Welleome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May | say on behalf of The History of Twentieth Century Medicine Group and the co
organiser, how grateful we are to you for your contributions 1o yesterday’s meeting? I
1

really was a splendid occasion, and we hope that you enjoyed it as much as those of us

who were abservers.

As mentioned in previous correspondence and at the meeting, the taped proceedings of
the meeting will now be sent for transcription, and we hope to have a draft manuscript 1o
send you in about six months time for your comments. Ultimately we intend Lo publish
an edited version of the proceedings, and you will be sent a copyright assignment [orm

" 'Y | .
and final proof before publicaton

Y ours sincerely

D Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

The Wellcome Trost Centre for the ||'\.I|I.':. of Medicine at Ungversity Colleee Londor
]

which 1= a registered chanty, no, 2RSS, Hestmaed logo inmkges coures




Mrs Gamsu Dr Daphne Christie

26 Calton Avenue, el chrisiieimnc! ac.uk

Dulwich, wivw el ac wkhisimed

LONDON S5E21 7TDE Tel: +44 (0) 20 7679 8125
Fax: +44 (0) 20 7679 £193

5 January 2005
Dear Mrs Gamsu
Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality 15 June 2004

I was 50 sorry to hear about the passing away of vour husband and trust that it is acceptable for me to
contact vou at this time,
I have enclosed a drafi transcript of the Witness Seminar on ‘Prenatal Corticosteroids for reducing
Morbidity and Mortality’ to which your husband contributed. We intend to publish a version of the
transcript in November 2005 under the auspices of the Wellcome Trust Centre for the History of
Medicine at LICL.
I would be most grateful if you could check vour hushand’s contributions for general sense, aceuracy
and typographical mistakes. We do not encourage extensive alterations, as the purpose of these
publications is to retain the freshness and informality of the meeting. However, any additional
information can be added as a fooinote and vou may like to suggest such material Please mark all
corrections clearly on this copy and return it to me by Friday 4 February, Earlier published velumes
in the series can be viewed on our website, www.ucl.ac uk/histmed/witnesses.html

#  Please sign and return the standard form assigning copyright to the Wellcome Trust.

*  We would like to melude illustrations of early work in the volume. If vou have any suitable

images or figures, please include these with the pages. They will be carefully scanned and

retumed in protective packaging
A final proof version, incorporating the changes made by all the participants, added fooinotes,
and any queries will be sent to you in September 2005 for return within a week. At this stage
only minor corrections, such as those of a typographical nature, will be possible,
IThe tapes, earlier versions of the transcript, and any additional correspondence generated by the
editorial process, will be deposited in the Wellcome Library.

A version of the transcript will also be mounted on the Wellcome Trust Centre’s website shortly
after publication.

Thank you for your help at this difficult time.

Y ours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT
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twentieth century. The entire proceedings are recorded and rranscribed by the Wellcome Trust with a
view to publication to generate interest in, and provide material sources for, the study of significant events
in recent medical history. As copyright in anything you said during the proceedings belongs to you
{copyright in the recording of the proceedings belonging to the Welleame Trust), we would be graeful if
you wonld g::-mph_-n- this form o enable the Wellcome Trust to use vour contribution in the manner and
for the purposes outlined above.

1. NAME Mrz Harold Gamsu for Professor Harold Gamsu
ADDRESS 26 Calron Avenue, Dulwich, LONDON SE21 7DE

WITHNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity and Mortaliny
15 June 2004

ASSIGNMENT
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trial completed and published more than five years ago, that they can still find
the u;ig_-,il‘..u] raw |'-.L]'-r.-|".~.'u'.'|-:“ One of the most amazing things that I found in
r\'.'.l-t]]r]:._’, around before roc J:.'\\ l":".".'l;.'[.EI'IIL',1 was [0 come across this Paper ]"}' a |-=|-“.r
Harding in the American fournal of Obstetrics and Gynecology on just this
subject, published in 2001, and this is control trial data, and it has sar there all

that time. ™

Harding: Yes. [ think there are a number of messages. One is the dara was still
there and sl in a form that we could use, which I think is very impressive.
The second is that new questions have come up that the trials weren't
necessarily designed to answer at the time, but it’s terribly importane that the
data is seill there,” ']"n:n“?.'. someone might like to comment on the |y:1:_{|_|1 of
time it took us to get that paper published. The study was done in 1996-97,
we wrote 1t up in 1998, it was rejected by rwo journals, submirtted o the
American fournal of Obstetrics and Gynecology in 1999, and it was eventually
published in 2001. I do think the people who publish have something to

contribute to this very prolonged process.

]I [ '\.('i.lii.l i-ll"t :.._"Il O ?.-!ll:._' ':i:hi.'l' i\".ll.._ '.ll"..i,l WS |'.ii'\;'l.\:.. '-F\':'LT .'|I'II||,|[ [i'H_' WOMmen
'i"-'l'.':'i :_"\_‘i.'l hli.'l".l:.'li.i"u .||'.I.E .';I.':'lll LIi._';i'-\.'i.'r? II'-"':II.' I'l.;.‘-'l;' IE':";_'I,'I": {l::ll'lg_";_'l':"ll.,'l_‘i .'||_'II,I|,,': |_hj'\ ".'n.,[}'l
respect to the repeat steroid issue. There has been a multi-centre randomized

]

rrial being run l:}' Caroline Crowther out of Adelaide for the last seven vears.

We hope to finish recruiting this month. It includes 980 women, and we have
been doing huge detailed studies of the babies in Auckland, the second larmest

centre recruiting to this tial. It occurred to us early on in that trial char we srill

- e - : . o Y . e
: Peter Elwood's description of planning the Caerphilly study in Revnolds and |,._--,-.,,-:.-
15); 81

s Crowther C A, Harding ). (2003) Repeat doses of prenatal corticosteroids for

en at risk of preverm birth for preventing neonatal respiratory discase (Cochrane Review

The Cachrane Library, lssue 4, 2003, Chichester: John Wiley & Sons, Lid.




didn't have good dara abour risks and' benefits for thar

tho don’t stand to achieve the ereatest benetic for the infant and are

group [?which??], the
E:L.'::LIJ" W
potentially ar the grearest risk. Once again we thoughr the dara wasn 't our there
but I bet it was in the original trial. Once again we were able o £0 back to the
original data, look specifically at that group, write a new meta-analysis which
|:I.i\- .L!‘-(f |'|:.'\'.'|:I 'I'll.]l"!.i:‘!I'IL"i.] .ll.l‘\'..'l' |'|'..|.!'.'!|' |'i.'ii.'\|;.l.5!'.."\-. .If.:r.'r | 1.'¢.'r‘1' ||.I!'.E_" LM, '-\'.!':il..h
showed, in fact, that there may be adverse eftects in thar group.” Therefore

|1-.':.~11|;.' need to randomize them to the new trials. We were in fact trving w

help recruitment of the randomized rtrials. It ook so long to publish thac. I

think it’s had wvery little effect on recruitment to the trial, bur the data are
nevertheless there, Yer another ourcome that was not relevane ar the ume. the

question has come up subsequently,
HQ}": Would Glaxo still be able 1o find the dara?

Professor Harold Gamsu: Oh yes, I have all the data in my office.”™ It's still

'.l':li.!l.'. all the dara sheets, because 1 wWias |':|ll"|."|'_'h T ._:!ll | Ill:'lz':";l;_'ll'l] ]'.u”u,l'..'.' up on

McLaughlin er 2l (2003)

Gamsu ef al (1989). Seet Protocol and case record, in Fi_l_;ur;, #2* Dir Clive Diash wrore: "The
retention of clinical trial data in the 1970s=80s was poor. This has changed in recent vears
When Harold Gamsu !l.':'\-'.l.lli:'-\.'. us 1o do a detatled analysis of the UK study, the com
software had changed and s nost § acquainted witl

at Glaxo was able to in ris wie were able
cXpectations and answer his crivical questions, Also, Harold volunteered to

rinal case record Forms and othes study documentation when Brenda

r and [ lefe Glaxo o PUrsue other career opportunitics. | believe Harold alwavs hoped

to trace the babies in adulc life 1o address the question of the long-term safery. It is due §

diligence and en T : per i in 2001 1o begin the process
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the adults, and in fact things haven't turned out that way, but that's stil

available for i‘u.'upi-:_' to do if they vould like to.

Hey: Because |‘1-;:|||:'\}-;_' are still asking the questiomns: ‘Dioes it work in twins?’ or

‘Should you give it in mothers with hypertension?”
Gamsu: Qur numbers, of course, are very small.

Hey: So are everybody’s, bur if people have kepr their data, there are more that
can be analysed that has not yet been done. Could anybody find the NIH dara?

Would the NIH |H.'u1|"|:.' share their data?
Avery: | have no idea.

Gamsu: May [ ask a question abour this smudy |.'-_1.' Mewnham and Co? My
feeling is that it is animals, but could you tell us a little bit more, because it

sounds very significant if it's not animals.

Brocklehurst: I cannot tell you very much more, because 1 heard it presentec
in Glasgow abour six weeks ago, bur [ have seen nothing in 1 press ver. My

recollection is chat it was in animals, but we'll be able to '-"l’l""" this further
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when the study is published.” Having tried to do one of the large trials of
multiple courses of steroids, I think one of the issues with clinicians abour the
use of multiple courses of steroids is that their threshold for starting antenatal
steroids is lower, because if they are wrong, and the woman doesn’t deliver
soon, they have felt that they can always give a second course. If people are
restricred to giving a single course of steroids they may .;l:_-].;:.- starting until there
is stronger evidence, if you like, of impending preterm birth. So the groups of
women selected into these trials is likely vo be quite ditterent from the mu tiple

steroids group and that will make the interpreration ot the results interesting.

Lilford: I recently had a debare with my 14-year-old daughrer Philippa abourt
whether history is just an interesting thing to read, or whether i helps us to
design our own futures. Listening to Jane speak makes me think thar there
really are occasions when history has a lesson for the future, Hearing you ~:|n_;|'_-;
about finding these records has been very interesting, but I suspect that many

in this room were amazed that you really could find those source
materials after 30 years, that you could find the trial documents and so on.
l":'*:.-f'll'.".'l }!-.ll'l."lLl Gamsu moves the l_ll.:n_l_||'|'|:_'|'||:,\. |-|_-_||;'|1 his .::.|.i-i._|.;__ E_“|'|-:_w--‘;_['||_'-:\ |:1|'||,|'.'."\-.
where r'!u-:.' I'I'1i:.¥;|'1'. go. S0 the lesson that we |‘,‘_i;'_|"_|: want to learn from chis s the
importance of some sort of systematic paid for-archive for trial information and
I don't know if you might want to comment. I know that the Economic and
Social [':'."1';.!'.‘_!.'1 '::III.II‘.-. || ':E'.:“-E{L-' .=.||.|'|:.'.'r.' :!Ic;'.r ITOEE |:"|-.'\_'L.:I_Il,j:-| I.E:I.I:I. :|r||,| I.".Illui. [|"|:_-
cost of so -.||.sjr1s£_r into the grant. The more I hear the more 1 think this might

be sometning we ought to try to take forward as a matter of some ULFEncy,

toonomic and Social Dara Service (ESDS) Qualidata is a specialist service of the ESDS

led :"-:.' the UK Data Archive (UKDA)Y ar

: : ; : R ; ek
and support tor a range of social science q tative dataseis. Exablished in 1967 the

the Largest collection of digiral dara in the social scicnoes and humanities in the UK, funds




Gamsu: I agree with you. The cost of anything is almost always invested in the

cost of salaries, partic ularly nurses, of course, because they have o be there all

the rime,

Hey: And at night as well. They are now expected to have only one baby in

their care.

Mugford: We can say that over the last 20 years the resources devored 10
neonaral intensive care, you had a different seminar on this subject™ = I haven't
looked at the living witness results on j:'E'I.I:L'LIISLI'E}'II of??] thar seminar — but
[?what has expanded?]having incredibly expanded and there are very many
More nurses, \Ellx LGOS, 'I-:.'l'll.”..l:\.l."l:'\- .|.:'.'L:. [{= |!:'!:Ii.:||.:i."\- :.U! -.l:li.' care of ;,"l'?,'ll,.' 11! I'l.ll.:\il,.'\

than there were 20 years ago.

’ et : .
Hey: I think we shall move straight on, because we examine next how to get
FESCArch Into practice [ am g:ni!'n::, to ask lain to -.'xp!.lizl how it came about that
|.|: " n -.---..-l-..-' -..-'li'--'-' . e e I . 1 Qo7

18 chose o use a very early version ol atricia s meta-analysis as lare as 1992, ar
a rime when there were twice a5 manv trials involved in her analysis for his

Cochrane Center logo.

Chalmers: 1t's good that Patricia Crowley has already described some of the

history. Given that | am going to be talking abour the Cochrane logo, | might

as well start with Archie Cochrane, whose famous book - F

-'I'..{.‘I-'."-'-"-'l'-::-' -‘l'l-'-'-'-'F-“l'I-'-';-'n' -"r'."..!-:'-.'.-’.'.'-'-'.'." N "I'c.u.'."r'l' FErUICes = Was E1l|l1..i:~|'|'.'-.§ in 1972, | .'-;'.H.I
dee the Witness Seminar, igins of M
Tangey (eds) (2001), frecly available anline ar wa
Publicarions.
Macfarlane A, Jo 10 rd M. (1999
edn. Edinburgh

Cochrane (197




it in 1973 and it changed my life!” In spite of the fact that | had been ‘licensed
to kill' six years earlier after studying ar the Middlesex Hospital Medical
School, London, to qualify as a doctor, 1 had nor previously been aware of the

term ‘randomized controlled trial (RCT)'. Cochrane showed me how [ might
adjudicate among incompatible clinical opinions about treatments, a common
situation faced l'l:." me and other junior dectors. and it was afrer |-;_|.L|_i:1g
Cochrane’s book that I started to collect reports of RCTs. A librarian in
Cardiff, Steve Pritchard, designed a Medline search to identify these studies for
me, and 1 started noting those in my special area of interest (perinatal care)

during my reading of journals and books.

In 1976, because it was clear that this was an insufficient v sysrematic method
of finding reports of RCT5, [ outlined a plan for using a more systematic
approach both for finding published reports, and for identifying unpublished
studies (because biased under :-;.'l‘:i*l".il!; of RCTs means that -‘II-'P'I".:-'l:""I:""':E
studies tend to have less dramaric results than those thar get into print). This
plan, which was set our in a letter to Martin Richards. a psychologist in
L-'"’“I;\""i'-{f-i"-'- also stated an intention to use statistical synthesis of the results of
similar by separate studies (mera analysis) to reduce l'ype 2 errors (false
negatives) in estimating treatment effects. My lewer to Martin Richards
|‘:.app:.'|1'.xi to be sent to him during the same year as the rerm ‘meta-analysis’

was introduced by the American social scientist Gene Glass.

|-h|; I1||'~.[ (!-]'151!-|'il.!!'lir__‘-' [..'L'Ll | ook to do | ‘C:t':'i[:.'l'!ll.l‘.i'. e '\.':ii,"'-'-.' L|xi|'|!: ::|.r|.=_-.'=|!.a|'-.'~;i~.

) . ) : » 1 1 . g
r:.'l.II:l.'I.i L] l.‘l]”:.'l.l.':ll wavs of monitoring babies L‘ILIIIIH: labour. “lectronic feral

heart rate monitoring had been introduced in obstetrics not long previously,

o= [k

SOMerimes -'Iu'i.nl‘l‘.p.l.l'li-;.'l:'. by t.l-.'[.’ll ~.m|3‘- blood w.lmp.[il'.-g [0 A5588% |-'.'I.E| acid-base
status, particularly if the heart rate trace had raised concerns. It was being

suggested by some people that these more intensive methods of intrapartum

halmers (19599
Calass [ 1976G)

Chalmers (1979




Apart from power, I think thar vested interests, empire building and struggles
and Emﬁli;;ll competition berween trusts were barriers — this was the time of the
|~|u:-;.']1.|:-m--prm—idur split and market competition was a really important issue
around 1995/6. The main barrier was fear of something going hu:u-nllu-_u-\l.‘.-
wrong. People would then distort their perception of the evidence and
vigorously resist on being told to do something that they didn't think was safe
to do, Eq';_:.l.'t“c‘ik of the evidence. After abour zix monthsz the staff wenr [hluu;f_h
a series of educational events ac chis particular hospital and eventually decided
to start to introduce ECV and as far as [ know it is now common E:-n:l!.iL:.'_ Bur
we couldn’t make them do it, they had to decide to do it themselves, and rhey
had ro rake their clinicians with them. I think it was a painful and difficul

|'|:-ih. £55 for ||"|'.'I'I:| evVEryon,

:"'-:11}' | just mention the main conclusions from chis pal_'|i..;u.|:-.| piece of work?
Don't expect this sort of study to ger it into the British Medical Journal It
won't be ac -_.u]m:d. HL‘:muﬁ}'- advocates are :1.'.1“}' flupurt:mt when it comes o
getting guidelines adopted and 1 think opinion leaders are really important
within institutions, bur the important thing is that the guidelines have got to
be written in such a Wiy Lo be usable, undersrandable and accessible to those
whﬂ are _EL-h':l:". [0 ;.|:'.!1|-:'r|1;'lzl l:|'.c.'-'11. .J.h.';[ Imeans ,.'|';:L|' inclusion .i,nd -\-:-.'Q_L',n-.iun

criteria. Another important agent for change are the users, and if you have

Women .1~.L-i:13_-‘ these sorts of questions, after a while people do ger a bit

embarrassed « :-|11ir1;1 up with the same answers thar -.‘!1'.|!|_1.' won't he \ul_‘lpg_'.l'[:_'LI_
|'|:L’ -:_"-.'Il.iL'I'Il.':_' or IZ":. k'l-_ll...:.z-_l.:‘..'l_ 1 \.'.'-.:-'.|||_| |,kc [0 26C WOITIED UsSEers :_n"_nhg' lar more
!I1‘-L'|‘L'L'L1 In wWays in ‘-'-"tli-.]l W CAn encourage [I:'IL' i||1515.t.':11rr1'..|‘.i-::1 ::-t' |1|_-x'.
practice. | am not surprised that there was no sign of managers actually
implementing any change in Richard’s study. It's a scary business. There was
blood all over the carper when we were dealing with the ECV meetings, and it
r-r:lui:ul .xn[]u'luld_'«.' like the users who were tough, or 3‘“'”"'|“"‘|."' like me
who's a public health specialist and who has been a GP and is not afraid of
consultants — to held the line if necessary. Managers cannor do thar, and I

don’t think we should expect them to. I think it's exceedingly difficult. The




most important barrier, the most important intluence to achieve change, is the
Eu’_‘!’.ﬂ.lﬂ.ll L'x[u'rirnuu of the person |'|‘..1'|\.:n:__r_ the clinical decision. When new
INIErVENTIONS are 1“"-'ng rolled out we must Encourage i*tnp[;‘ to be at the centre
of it, 50 '.]H'_‘-' get feedback of the E!«f.lhili\.'-.' results, Then it 1s much easier o get

change implemented.

HE}’.‘ That ri:lg‘i true for a lot of us, I think. You went over time, bur [ think
vou said .-|J|'|:|L'L't|inf._:, very important. We are |_1|_-::‘_r1i|1:1i;|g to get very tight for time
and so I am going to ask Stephen Hanney to speak next. Bur Harold [Gamsu],
while you were out of the room we did hear that quite a lot of units said that
they couldn't join your trial, because they were already using it so widely and
that occurred at the dme when in actual fact we know thar ess than 6 per cent
were really using steroids nationmally 1. Did being involved in the trials
themselves influence the centres? Did the centres thar had been involved in the
research take up the outcome of that research more than those who only read

about it?

Gamsu: [ don’t know the answer to that 1 am afraid. We didn’t follow thar
point upr but as far as [ know Brenda !"..Tl_|1.|inf_:¢:r might know ;.L.rn._-[hi;u; abour
it All I can say is that there were local reasons thar indicated -'_H-'iﬂ"[ the use of

steroids. There was quite a lot of gossip about this and we have heard some

examples of this today. The risk of infection especially in ruprured membranes,

and the unexplained deaths in nypertensive women from Liggins's ;.|-|;i;]_1|

repost which turned out to be spurious.

The other thing that 1 found was |:1!]l2||.'|hin;: obstetricians was the increased
isk of pulmonary oedema which people widely ey e L -
risk of P"I monary ocdema which people Widely .'I'..LLI"[I'.\! 45 3 complication of
steroid therapy. In Face it was a ._'|||1:}-_|i._,:_|fu|-_ of tocolytic agents thar were used.,
* i ¥ “ I i~ . '
especially when those agents were given in large volumes of fluid. As far as |
. - - | .
know, steroids given alone were not tocolvtic agents and did not result in

pulmonary ocdema. So I think we had quite a lot of persuading to do even in




those places that accepred that they would be in the trial. | know that Brenda
Mullinger and Clive Dash from Glaxo had a lot of difficulty keeping the
momentum up, trying to recruit women, even though ....... [?] were reaching
the volunteers. As you possibly remember from the paper, 60 per cent of the
cases came from patients who were recruited from three hospitals, the rest of

them just put it away.

Hanney: We at Brunel have been looking at the benefits from health research
tor about ten years now, and this particular stream of work seems to us to have
been one of the most interesting, and [that] [ have worked on # with Miranda,
Martin Buxton and Jonathan Grant. I apologize for checking my notes from
time to time, because | am trying to pick up what various people have said

today in what [ think is an interesting session.

For instance, John [Hayward], we at least read your work. There is a paper thar

sers our most of this in derail in press and will be F«L;hlixl-.-,-.j in Soctal Science

and Medicene.™ 1 will | t all the !-Lv_‘-' points for now. E‘-_':|m|1'~ it's just

worth spending a minute, going over our payback framework so you can see
how we tried o drop this stream of work into a frame [?model?] that we had
already -.l-;.'x'r:'|n|1r-.i. Apologies to those who have already heard this many times
I'I':.'|:1!'|'L'. H.i'-»in.il]l:'.'. there are two ASpECts [0 Our E'¥,|:.'i_'-_|,,|-; |-_'_'|]'_1.:_"-,".'.::~|'|-;: a
I1'ILI:[]kE:*I't]';.'Iizxil.l:'l.?II l_.i[L';"l.l:i.-'..Itil.l:1 l.l!. IZEL'r]L'f-:[».. .‘||'||_1 a |'|‘_||,||_‘||_'| 4] -:_'_\.':u:l_i|:|.:" howr they
arrive. The categories which we suggest are five: knowledge production; the
targeting of future research and building research capacity; better i:1:"-:-r|1'::ng
policies, with the term policies being widely interpreted; health gain and
benefits to the health sector; and the broad economic benefits. There's a series
of stages in the model in which we think these various benefits can be
identified. A key feature of our model is to awempr to identify actual levels of
uptake so that we can then say what the benefir has been, and this, of course,

links with previous discussions,

1 . 2
Hanney et af. (2005]).




perfectly reasonable justification for raising the age at which you can vote.

But babics develop, they develop for a long, long time and something like
steroids has an t:l‘.ﬁl':nnuﬁ[].' potent effect on all the SYsTEms of the I-'?md.‘-'. and yer
we think we can just look at RDS and ignore the porential long-term effects. |
think we are beginning to realize that we cannot do thar, that interventions

which show short-term benefits, like neonaral dexamethasone, may be

countered by long-term harm. Not that there is no benefit in the long rerm,

but that the long-term effects may be in the opposite direction. This means
that long-rerm follow up studies of these trial cohorts become essenrial and yet
the current situation [fof funding??] in the UK, | would suggest, 1s making it
more and more difficult and more and more expensive in terms of being able

to follow-up people.
P I

Hey: I would just add one thing that you didn't raise. One of the issues about
which steroids may have adverse effects is that some of the steroids have
sulphides added ro them as a preservative, but nobody reads the label, they
think betamethasone is betamethasone. You can get betamethasone with a
wl'.|p]:i-.i..‘ 'r‘lt'xL'I"-'J'.i"-'l-' in it and that was what was used in the recent French
observarional study. Liggins managed to choose the very best steraid in the very
best dose that required just two injections. The preparation he used was also

P rEsSErvative- Iree.

Brocklehurst: 1 think there is an issu¢ here about preparations, because |
remember [##who??, from??] the Canadian study got in touch with us abour our
TEAMS trial, and asked, ‘How [*Where?] did you get a placebo for your
I‘.‘,-u[,1r1'||_'|_!_'|_,|-,e'-|'|q_', I:'t-|;|_',l_'_|x|; Ours is ..|I.II.II.|:-.':'- We I:.'|'l|il'l.i. lI:l-.l'. OUrs was I\C'II'I'IE“Il‘i.'l'.'l:‘-'
clear. The original trial doesn’t specify whart the beramethasone preparation was
and we were using the betamethasone that was available in this country, and in

the UK you an only buy betamerhasone in a solution, not a suspension.




Gamsu: This is why, of course, with the advice of Glaxo we chose the three-
dose regimen of beramethasone phosphate to y ro achieve the same sorr of
levels as the 12-hourly regime that was used in New Zealand and also the
placebo that was used was the vehicle and has the same appearance as the
steroid thar was used. And of course there's a *;|'::g'.'1| caveat about the use of
cortiEone acerate as the |'Il:=|..'n;'|:‘:u in the ].iﬁ;fnk erial, in which Wiy it influenced

things, if it did ar all, one cannor say.

Hey: Perhaps we had berter clarify that. They used, rather than having a
negative placebo in the original Liggins trial, a corticosteroid which was only

one seventieth as powerful, because it didn’t cross the placenta.
GEI.FI"IE-IJ [-I Llii.i Cross UL In |'|'I|.||..,|'I I‘-:'I'l'l:lu\_l .ql_l}l'l'l'.lL\.

Hey: Bur by choosing thar, they had something that looked visually identical.
So one of the good things abour the original trial was that they were genuinely
blinded and 1 keep on hearing stories abour how the second biggest trial, the
US NIH Collaborative Group trial, is seriously flawed because there were

unblinding 1ssues.

Harding: If | could just comment on that? Mont did actually check the effects
of the cortisone acetate, the p!.ln.:.'|m. on the babies, and in, | don't know how
many, women, but he measured cord blood steroid levels and showed that
Wice |.|'IL' ILILI.”-:.' lJ!-»lL'l.l as i‘\'l.!u.'l!l.l had no -:'E-|l-l';'.'l_ On ._'-.:I';_i |,'l|.-:--::--_:l x'.Tn_"_-'-il_l ]g_'-.'q_'jt and
that reassured him thar thar was an appropriate placebo

To come back to Peter Brocklehurst's point about how come they chose the
best dose and the best -.Jlu;_z. I don't think we know that [‘:1-;:" did. f‘k.'ulmll:..-}

looked -”'ll-.‘l ,,1|;|‘.11u', I:I ll!. the issues !l'..ii Peter has E.IE-\.:':.‘i — '_|'..;_- rcpeat \[uu'-iu,ls_

which dose, which drug, how often, at whar gestation, to which pregnancy - all
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e @@ Harold Gamsu, professor of b Email this artic*

neonatology King's College
Hospital, London, 1965-93 (b W

Witwatersrand, South Africa, 19. 5{_‘)
August 2004 from complications G #.\{)\

Harold Gamsu was born in Windhc ob-
Russian Jewish émigrés, and was th : 2\ b~
university. After qualifying he work &Hﬁd_ ~ail State
Hospital in Windhoek. He began his _..uning in paediatrics with
Professor R S Illingworth at Sheffield Children's Hospital and
then moved with his wife and four young children to Ohio,
United States, to work with Dr F Robbins and Dr R Schwarz at
the Cleveland Metropolitan General Hospital. He then returned to
work in Namibia before taking up a post in paediatrics at King's
College Hospital, London, subsequently becoming professor of
neonatology.

Harold was a pioneer in the development of neonatal intensive care in the United Kingdom. In the
course of the 30 years that he spent at King's College Hospital, the neonatal unit became a nationally
recogmised centre of excellence. His contribution to the development of neonatal services and care in
the region, and nationally, was considerable.

Harold was a founding member of the South East Thames Regional Perinatal Monitoring Group
(RPMG) and its first chair. The RPMG provided multidisciplinary advice on maternity and neonatal
care to the regional director of public health from 1977 to 1996. He established that there was a need
for regional neonatal services and was instrumental in developing centres of excellence outside
London. Hospital visits and an appraisal process ensured that quality of care was being maintained.
The RPMG, in which Harold was prominent, guided developments and improvements in maternity
and neonatal services for the region and sought to achieve consensus for major projects, such as the
introduction of the first computer system for neonatal and maternal care. One of Harold's strengths
was that he tenaciously pursued projects from development through to implementation.

He also drove forward and chaired the South East Thames Confidential Review into Perinatal Deaths
from 1987 to the advent of the national Confidential Enguiry into Stillbirths and Deaths in Infancy in
1992. Harold was instrumental in securing a regional study into the causes, management, and
outcome of very low birthweight babies, which has accumulated many years of data, and he also
initiated a national survey on necrotising enterocolitis. During his period of involvement with the
British Association for Perinatal Medicine he was seen by colleagues as very determined, immensely
hard working, and wise; "a gentle giant of 2 man."

As a clinician, he had exceptional skills and set himself very high standards: his core ethos was a

http://bmj.bmjjournals.com/cgi/content/full/329/7478/1347-a/DC1 21/09/2005
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P @@ Harold Gamsu, professor of Email this article to a friend
- neonatology King's College
Hospital, London, 1965-93 (b Windhoek, Namibia, 1931; q
Witwatersrand, South Africa, 1954; FRCP Ed, FRCP), died on 31
August 2004 from complications following abdominal surgery.

Harold Gamsu was born in Windhoek, Namibia, the son of
Russian Jewish émigrés, and was the first of his family to go to
university. After qualifying he worked at the African State
Hospital in Windhoek. He began his training in paediatrics with
Professor R 5 lllingworth at Sheffield Children’s Hospital and
then moved with his wife and four young children to Ohio,
United States, to work with Dr F Robbins and Dr R Schwarz at
the Cleveland Metropolitan General Hospital. He then returned to
work in Namibia before taking up a post in paediatrics at King's
College Hospital, London, subsequently becoming professor of
neonatology.

Harold was a pioneer in the development of neonatal intensive care in the United Kingdom. In the
course of the 30 years that he spent at King's College Hospital, the neonatal unit became a nationally
recognised centre of excellence. His contribution to the development of neonatal services and care in
the region, and nationally, was considerable.

Harold was a founding member of the South East Thames Regional Perinatal Monitoring Group
(RPMG) and its first chair. The RPMG provided multidisciplinary advice on maternity and neonatal
care to the regional director of public health from 1977 to 1996. He established that there was a need
for regional neonatal services and was instrumental in developing centres of excellence outside
London. Hospital visits and an appraisal process ensured that quality of care was being maintained.
The RPMG, in which Harold was prominent, guided developments and improvements in matemnity
and neonatal services for the region and sought to achieve consensus for major projects, such as the
introduction of the first computer system for neonatal and maternal care. One of Harold's strengths
was that he tenaciously pursued projects from development through to implementation.

He also drove forward and chaired the South East Thames Confidential Review into Perinatal Deaths
from 1987 to the advent of the national Confidential Enquiry into Stillbirths and Deaths in Infancy in
1992. Harold was instrumental in securing a regional study into the causes, management, and
outcome of very low birthweight babies, which has accumulated many vears of data, and he also
initiated a national survey on necrotising enterocolitis. During his period of involvement with the
British Association for Perinatal Medicine he was seen by colleagues as very determined, immensely
hard working, and wise; "a gentle giant of a man."

As a clinician, he had exceptional skills and set himself very high standards; his core ethos was a
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holistic approach—considening the needs of the whole family. A testimony to his passionate and
devoted care were the many messages of condolence and the presence of parents and children (now
adulis) at his funeral.

His clinical and research interests were wide-ranging and included: diabetic pregnancy;
hypoglycacmia in the neonate; feeding the newborm—he developed one of the first breast milk banks
in the country; hyaline membrane disease; infection, including cross infection between babies; the
use of corticosteroids to prevent respiratory distress syndrome; and transport of the sick pre-term
baby.

Harold understood how important it was to share the knowledge and expertise of the unit and to
engage and enthuse the next generation of neonatal intensive care specialists—both nurses and
doctors. He was an exceptional mentor and committed teacher.

He retained an international perspective, visiting and advising neonatal units in many countries, and
encouraging colleagues to visit and learn from the medical and nursing expertise at King's College
Hospital. He went on to develop strong working and teaching links with some of these units,
particularly in Lebanon and Greece. With Greece this turned into a 15 year love affair with the
country, its people, and history.

Having worked and grown up in a system of apartheid in Namibia—which was then a protectorate of
South Africa—and with his own understanding of the effects of anti-Semitism, he had a tremendous
passion for the abolition of oppression, a commitment to equality, and a determination to help those
in need. When working in Namibia, Harold’s great humanity and his ability to feel his way into the
mindsets of others helped to defuse many crises caused by the deep racial tensions that existed at that
time, and by the depredations of the apartheid regime, which meant that resources were scarce.

His Namibian and Jewish roots created the backdrop for lifelong interests in African and Jewish
culture and history. He had a wide range of interests including art and music—appreciating a huge
range from traditional African music, jazz, classical, and kletzma. He had also developed a medical
approach to horticulture with a greenhouse drip system and post-holiday ward rounds, nurturing
exotic seeds from the arid and beautiful landscape of Namibia.

Harold had a great love for his family, friends, and colleagues, but would treat all he met with
warmth, respect, and interest. A colleague wrote after his death, "We first met you as a teacher and
later you became an invaluable friend, but mainly you were the person who reminded us that we
were not alone.”

He will be missed greatly by his wife, Sheila; his four children; 10 grandchildren; and family and
fnends from around the world. [Mandy Gamsu and the Gamsu family, with contributions from
colleagues
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centre of excellence. Harold also established a need for
regional neonatal services and was instrumental in PubMed
developing centres of excellence outside London. Artictes by Gamsu, M,

IR W Hc was a founding member and the first chairman of the South East
Vi Thames Regional Perinatal Monitoring Group, which guided
developments in services and sought to achieve consensus for major
projects, such as the introduction of the first computer system for
neonatal and maternal care.

Harold also drove forward and chaired the South East Thames

Confidential Review into Perinatal Deaths from 1987 to the advent of the

national Confidential Enquiry into Stillbirths and Deaths in Infancy in

1992. He was instrumental in securing a regional study into the causes,
management, and outcome of low birth-weight babies, which has accumulated many years of data,
and he initiated a national survey on necrotising enterocolitis. He also developed one of the first
breast milk banks in the country.

After qualifying he worked at the African State Hospital in Windhoek, Namibia. He began his
training in paediatrics at Sheffield Children's Hospital and then moved to Ohio, United States, to
work at the Cleveland Metropolitan General Hospital. He returned to Namibia before taking up
posts at King's College Hospital, London.

He leaves a wife, Sheila; four children: and 10 grandchildren.
Harold Gamsu, professor of neonatology King's College Hospital, London, 1965-93 (b Windhoek,

Namibia, 1931; g Witwatersrand, South Africa, 1954; FRCP Ed, FRCP), died on 31 August 2004
from complicar ions following abdominal SHrgery.
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Dt Dino A. Giussani Dr Daphne Chnsue
Lhrector of Studies in Medicine

DPepartment of Physiology

Lmiversity of Cambridge

Downing Streel

CAMBRIDGE CB2 3EG

16 June 2004

Dear D Criussam

The Wellcome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May | say on behalf of The History of Twentieth Century Medicine Group and the co
organiser. how grateful we are to you for your contributions to yesterday’s meeting? Il
really was a splendid occasion, and we hope that you enjoyed il as much as those of us

who were observers.

As mentioned in TN OSSO IL“'\-|"U-'II.|\.'I'I-L'L‘ and at the meelng the |1'!|"l.'t5 Pros L'i'lllli_!"‘- ol

the meeting will now be sent for ranscription. and we hope (o have a draft manuscnpt 1o

send vou in about six months time for your comments. Ultimately we intend 1o publish

an edited version of the proceedings, and you will be sent a copyright assignment form

and final proof before publication

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to e Tilli Tansey

The Welleome Trast Centre Tor the History of Medicine at Universiny Nege London is funded b

which 15 & registered chanty, po, 2100583, Histmed logo imoee wirtesy Wellcarre Libram,




THE PHYSIOLOGICAL LABORATORY  DEFARTMENT OF PHYSIOLOGY
UNIVERSITY OF CAMBRIDGE
DOWNIMNG STREET CAMBRIDGE CB2 3EG

Drimo A, Giussani, Fh.D. Gonville and Caius College
University Beader Director of Studies in Medicine
Department of Physiology Tultor

Telephones: 123, Sedpwick Strect
Switchboard (001223) 333 899 Cambridpge CB1 3AL

Direct line  ((223) 333 894 Telephone: (0223 T40 565

Fax (N1 223) 333 840 dap26Ecam.ac.uk

Dr Daphne Christie
The Wellcome Trust
24, Eversholt Street
London NW1 1AD

20 January 2005

Dear Dr Christie,

Please find enclosed the amended document and the signed copyright forms. | have
also enclosed a published paper, in which Figure 1 shows how antenatal
glucocorticoid therapy, in doses and dose intervals relevant to human clinical practice,
can also have maturational effects on basal and stimulated cardiovascular function in
the fetus. Finally, a short biographical sketch appears below,

With best wishes,

Dinc A. Giussani

Biosketch

Dino A. Giussani was born in 1967. He obtained a PhD in Fetal Medicine at UCL and
has worked at the University of Chile and Cornell University during Post-Doctoral
Fellowships. He was appointed to a University Lectureship al the Universify of
Cambridge in 1993. In 2001, he also became a Fellow of The Lister Institute for
Preventive Medicine. Currenily, he is a Reader in Developmental Cardiovascular
Physiology & Medicine at the Universily of Cambridge and Director for Studies in Pre-
Clinical Medicine af Gonvifle & Caius College, of the same institution.
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Witness seminars are intended to address issues of medical-historical interest in the latter half of the
rwentieth century. The entire proceedings are recorded and transcribed by the Wellcome Trust with 2
view to publication to generate interest in, and provide material sources for, the study of significant events
in recent medical history. As "—"F"'"Ti'-'-lll in m"rhinf_. vou said during the proceedings belongs to you
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for the purposes outlined above,
R R T o e o

NAME Dr Dine Giussani

ADDRESS
Department of Physiology,
University of Cambridge, Downing Street

CAMBRIDGE CB2 3EG
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SOUND RECORDING
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the issues about clinicians using multiple courses of steroids, that their
threshold for starting antenartal steroids is lower because if they are
wrong, and the woman doesn’t deliver soon, they can always give a
second course. If you restrict people to giving a single course of
steroids they may delay starting until there are stronger evidence, if
you like, of impending preterm birth. So the groups of women
sclected into these trials is interestingly quite different I think in the
current steroid group than the single steroid group, and that will

make the interpretation of the resules interesting.

Lilford: I was looking at the debate of my 14-year-old daughter about
whether history is just an interesting thing to read, or whether it helps
us to design our own futures, and listening to Jane speak makes me

think that there really are occasions when history really does have a

lesson for the future. Listening to you speak about finding these

records was very interesting, but people were amazed in this room
that you really could find those source materials after 30 years, and
that you could find the trial documents and so on. When Harold
moves the documents in his office, goodness knows where they might
go. 50 the lesson that we might want to learn from this is the
importance of some sort of systematic paid for archive for trial
information and I don’t know if you might want to comment. I know
that the ESRC on their precious data sources do archive them and
build into the grant the cost of so doing and the more I listen the
more I think this might be something we ought to try to take forward

as a matter of some urgency.
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Chalmers: Very briefly. The MRC has got a working paper under the
chairmanship of Peter Dukes thart is in fact creating circumstances,
group pilots, through which it would be possible for anyone receiving

MRC grant to archive their data. So at least biomedicine is

catching up with the social scientists.

:D.'Hi-.r' .L,?
Dr,% Giussani: I wanred ro draw I:ngr:[]u:r some/many comments,
in particular one made by lain Chalmers as to how do we rranslate
evidence that we find in animal studies to the human situation. We
haven't talked about many of the more subtle effects of antenatal
glucocorticoid therapy that may prove detrimental in the long term to
the adult. In the ;minmljrhcrc is overwhelming evidence now,
accumulating evidence, that antenartal steroid therapy ijbdﬂicﬁfiﬁ;-‘-ﬂ
ﬁ;t:ﬂfhrcn':{lﬁ used in human clinical practice today, have detrimental
effects on the development of the adrenal gland. For example, fetuses
that have been treated by steroids have an overreactive adrenaly
! PALE
function, which may lead to long-term c:1113;{:q11c11-:f$,fn—ﬂ:{adt|]1:'x‘\':.'fu_-'
have not ralked about M maturational effects on other Systems
such as the cardiovascular system. We know that glucocorticoids in
fetal life increase blood |:|-erﬂLlr: in a wut}:n:.d mannergat a rlrm [|m{
A L i

mechanisms that are blood pressure #ﬂ%rhﬁﬂﬂw

fin & [u,t{ r_-.||l'|'.

are being prcwralmmd to-conel-blood pressure tor Lnng—@afw{h as

baroreceptors. We hem, evidence that antenatal glucocorticoid therapy
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greater level. And of course we don’t know whether that wouldlead
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to detrimental q:f'fucm We all agree that glucocorticoids are life-savers,

i
but we cashes l'lL!_|ll'I to think as to whether some of these more fine-
sidg ~ - BELG I E- : = ;
tuned (effects may be detrimental in later life. And I was just

wondering whether we are going | to get to talk abourt thar later on, as

to perhaps think of I--m—-wnlnglrlc}me of the dosing f_i:é_—th_"ur-[ L T

glucocorticoid l]u,mpm tuch e /-;/ bo javataie 7l ?.vf, ‘.K"* cal
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Harding: If I can make a very brief comment about that? This is
another example of a new question for which the old dara already had
the answers. The blood pressure of the six-year-old children was
recorded, but never analysed and published, and it will be published
very shortly in Paediatrics, because we found the archives in the roof
of the hospital, dragged them down, and said would you mind if we
analysed these and published them? There is no difference in blood
pressure at six years or, incidentally, at 30 years, but I think the issue
for this conference again is one of new questions to which old dara

actually has the answer,

Dr John Hayward: I just wonder whether it's an opportunity if we are
looking at getting research into practice, which is one of the future
topics after we have had our tea break, just to hold in our mind some
of the questions that have been raised. Interestingly, when I, and
other people in this room, who knew me 40 years ago, one person
talked as a medical student, another I applied as a job and didn’t ger,
something went wrong, my fellow applicant got the job that he hadn't

appliud for, and 1 got the j[]h thar he ;1pp|i;_'1;| for. It was bizarre. [t's




Prenatal Corticosteroids for Reducing Morbidity and Morraliny

nice to see Sir Christopher Booth here, who [ never did work for
eventually. Interestingly, I also worked with Cliff Robertson when he
was a pacdiatrician at Hillingdon Hospital and was having difficulty
in gerring a job. The thing thar strikes me is one of these interesting
things as [ have hovered in my own career as that of a GP, then
gerting interested in systematic reviews, training in public health, and
coming back to public health, rather a weird career, dotring a lot of
the lines, the same issues keep cropping up. There's always a concern:
have we looked at the subjects right? What will the long-term
detrimental effects be? Everybody's actually influenced by some
horror that they have come across. And that's perhaps not so much
the case for steroids, burt it's certainly true if you look at the extent of
phe [?] breech presentation for example. My statement later
will be about how we looked at getting research and practice and
"r'ﬁll]ﬂ_'!;c (4] ][. I thih]& [l:-!L' d.'-]['!gﬁ.']' 53 L"n"l;,:]':l-"ll:'fl[][,l}" 'L‘.-'{fl!'r:.'if'l:t,_l" i,'l_.l_'.l[]'l_][' 50mMcC rarc
outcomes some 30 years hence as justification for sitting on your
hands and not doing anything. The outcome of interest here was
death, compared with survival, and I think that’s the critical thing
that's held in our minds and presumably there are children now,
adults, who would not be here at all if their mothers hadn’t consented

to take part in the original trials and been fortunate enough to have

the coin fall on their side and they actually got the intervention rather

than the control, and I would have thought that those adules who are
now alive would accept a certain amount of hypertension or some

other problem as an alternative to not being here at all.




Prenatal Corticosteroids for Reducing .".1-.:-:|:-!L1|[_'.' and Morr:

in 1965, then Senior Lecturer,
Reader in Pasdiarrics and Direcror
of the Neonaral Unir, 1979, and in
1994 Professor of Neonatology,
later Emeritus. He established the
London Perinatal Group in the
1970s, later known as the Thames

Regional Perinatal Group.

:hlr\.{.-‘
Dr ﬂ;{:{,ﬁp Giussani

Mrs Gill Gyte

Dr Stephen Hanney

Professor Jane Harding

Dr John Hayward

Dr Edmund Hey

FRCP (b. 1934) trained as a
respiratory physiologist in Oxtord
and worked for the MRC with
K[‘H]'Il_'[.l'l. ':::I.'“:""i. (;cclﬁ-rl.':.' I.:I..'L"."-'L';
and Elsie Widdowson for some
years before moving to Newcastle
to get a grounding in paediatrics in
1968. He returned briefly to
London in 1973 as a consultant to

Sl ll|'l i | r|.'.~|p:r.|.'.m'\' INENSIYE Carc

service at Great Ormond Street
Hospirtal, London, but returned to
Mewcastle in 1977 when the
town s first neonarologist, Dr
Gerald Ne i:._:.m. died of leukaemia.
Epidemiology and the conduct of
controlled clinical trials have been
his main resecarch interests in recent

yCars.

.['.TI!'II‘I'\IE:LE 0or R 55 I'i.[] W iu

DrIan Jones

Professor Richard Lilford

Professor Sir Graham (Mont)

Liggins

Professor Miranda Mugford

Mrs Brenda Mullinger

Professor Ann Oakley

Dr Sam Richmond

Dr Roger Verrier Jones




e : ; :
Prenatal Corricosteroids for Reducing Morbidity and Morraliny

Professor Dafydd Walters

Mr John Williams




V7

PRENATAL CORTICOSTEROIDS FOR

REDUCING MORBIDITY AND MORTALITY
IN PRETERM BIRTH

held by the Wellcome Trust

v -""l |
ne at UCL, London,




PRENATAL CORTICOSTEROIDS FOR
REDUCING MORBIDITY AND MORTALITY IN
PRETERM BIRTH

Participants

Among those attending the meeting:

Protessor Richard Beard, D Sheila Duncan, Professor Abby Fowden, Dr Anita Mapowska,

D _| vhn Muir Gray, Professor Alison Mactarlane, Dr David Faintin,
Professor Maureen Y oung
Apologies include:
Professor Sir Robert Boyd, Dir Clive Dash, Professor Geoffrey Chamberlain,
Dr Pamela Davies, Professor Sir Liam Donaldson, Professor Peter Dunn
Dr Jonathan Grant, Professor Aidan H lligam, Professor Mark Hanson,
Professor Ross Howie, Professor Frank Hytten, Prafessar Mare Keirse,
Professor Sir Graham 1 igeins, D |erold Lucey, Professor Sally Maclnovre
Lot _! wnathan Manrt, Professor Jim Meilson, D Cliff Roberion, Ms Barba
I"! I:"': "'iihl' .;l.l |:': |:.':.| W |=:;_"_,. Probessar

Professor Jonathan W ipglesworth

Al el T i
VEiATEK Wl peOT,




Chalmers: The MRC has a working party under the chairmanship of Peter
III]LI]'{L'.".. "-\.'I."IiLI'I J."\- l.:'i.'.l‘.ill.j: \i]\'|||::‘1.1:1L'L'." tJ'.:“'.l.:._"I.'l 'ln"u'l'.i.'.l."l |t ‘-'-'i:ll.lll.i. I"‘i.' j"'l::lh"-ii.":lgli_' I:.:ll'
anvone receiving an MRC grant to archive their data.™ So biomedicine is
catching up with the social scientists

i
v

e
Dr Dino Giussani: | wanted to draw together some of'many comments, in
- * o1 | B 1
particular one made by lain Chalmers as to how do we translate evidence that
we find in animal studies to the human situarion. We haven't ralked abour
many of the more subtle effects of antenaral glucocorticoid therapy that may
prove derrimental in the .inn-t: term to the adule. In the animal, there is
overwhelming evidence now accumulared that antenaral steroid therapy, in Wil
doses and dose intervals, used in human clinical practice today, have
detrimental effects on the development of the adrenal gland. For example,
feruses thar have been trpated by steroids have an overreactive adrenal funcrion,
. & t-lr"n.ML'l"'"-"u- s i g 5 5
which may lead toffong-term Consequences in adult life. We have not talked

. f ¥ T
-||::"--"-|| maturationat ciiccis on '-::I'}i.'l' EVSLEMS, such as '.l]{.' cardiovasc I'.I.I! SYSICIT.

e |-LI'.-"‘.'-' thar g,',|=.l-. aocarticoids in feral |!!¢ INcrease .:‘-||||||_1 pressure 1 a a'_|~.[,|i||;_'d

manner, at a time thar mechanisms thar are going to control the blood Pressure
. m . m jou 'R L . .--".- r
of the individual in adule life are being programmed, such asdaroreceprors. We
. = i ; ) < g
have evidence that antenatal glucocorticoid therapy reser the arterial
baroreceptors to run or to maintain blood pressure at a grearer level, And of
i e L I T T : :
course we don't know whether that would lead eventally o detrimental
effects. We all agree that glucocorticoids are life-savers, bur we have to begin to
'-I‘.:I'Il'-'. 45 [D 'n"-"..:.'[!"IL"u some of these more ﬁ:].t:..—J.l..;.:'l{‘ulr hil_lr;-n;':-‘.l_',_l,h may |1:_'...|,|r|||_'

S by

detrimental in later life

| was also '-'\-"llhii'l'l:};: whether we will ralk later abour refining some of the

-L|-::--:I1:.: l!-—d-f regtments of glucocorticoid therapy today, in an efforr to
-Ln'.lill.l:-.{‘.%.
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aim, any update on this?




maintain the beneficial effects, but o ‘weed our’ the unwanred, adverse side-

effects.

Harding: If I can make a very brief comment about that? This is another
example of a new question for which the old dara already had the answers. The
blood pressure of the six-year-old children was recorded, bur never analysed
and published, and it will be published very shortly in Paediarrics.” We found
the archives in the roof of the |1.ru3'u|r.1|, Lil'.ig;_&;l.'ti them down, and said. “Would
you mind if we analysed these and published them?' There is no difference in
blood pressure at six years or, incidentally, ar 30 years, but [ think the issue for
this conference again is one of new questions to which old data acrually has the

ANSWET.

Dr John Hayward: I wonder whether this is an opportuniry o look at getring
research into !1r.|..l;.,.-.'. one of the furure Eupim after the tea break, just to hold
in our mind some of the questions that have been raised.

What strikes me is that during my own career as GP - becoming interested in

systematic reviews, training in public health, and then returning to public

I'-‘l'-li-'l'! - r!:'i.' SAIME 1S5UES Lli.'L'E"' .I'|||1|:'|'.5'I:-_" |.|'|.'| | Ei".'l'.' | }.° .I:‘.'—'.i‘.'h 4 COncern '-‘.'i'.-'.:l:i'l

eftects be? Everybody is acrually influenced by some horror that they have
come across. [ har's ;"-L'i:'l.l!‘\ not so much the case for steroids, bur it's cer

rrue i:. Vi Ellilli Al '.|E:_' external -.:.E'-i‘..i|:x_' version (ECY) of |1:';-|_-,_'|1; present T T
for example. My statement later will be about how we looked ar gerring
FL‘&L‘.lli.l‘.l evidence into E‘I'.l-._'.i\_L'. I think I;E‘.t; |_|_;|:'|'E-;.-;_'| is l'_'1.|: CVEryone WOTrrles
abour some rare outcomes 30 years hence as justification for sitting on your

hands and nor doing anything. The outcome of interest here was death,

Daliel 5 R, Liang A, Parag V, Rodgers A, Harding | E. (2004) Blood pre

age alter prenaral exposure 10 betamethasone: follow up results of a

ar 1
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Dr Jonathan Grant Dr Daphne Christie

Research Leader and Associate Programme Director d.christiefmucl. ac. uk
RAND Europe W UCL iR LSt

Tel; -+ (0) 20 7679 5125

Grafton House Fax: +44 (1) 20 7679 8193
64 Maids Causeway
Cambridge CB35 8DD

19th March 2004

Dear Dr Grant

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?”
This is a particularly fruitful way of generating interest in, and providing matenal sources for,
the study of significant events in recent medical history. I enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these
seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
: gestions of possible participants.

[ look forward to hearing from you and do hope you will be able to accept this invitation

Yours sincerely

Dr Daphne Christie
Sentor Research Assistant to D Tillh Tansey

ENCS.




Wendy Kutner

To:
Ce:
Subject:




The Wellcome Trust Centre
for the History of Medicine

at University College London

24 Eversholt Street = London = NW1 1AD

www iuclac.ukhistmed = +34 () 20 7679 5100

Dr Jonathan Gran Dr Daphne Christic
Research Leader and Associate Programme Director Lot '
RAND Europe

Cirafton House

64 Maids Canseway

Cambridee CB5 8DD

21 Apnl 2004

Diear Dr Grant

The Welleome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 30th March 2004 2.00 pm = 6pm

We wrote to you on 19" March, inviting you to attend the above meeting. As we have no

had a reply, but have been experiencing difficulties with our post, our original letter, or you
| | ' q =g 1 | e i
reply, may therefore have gone astray. We enclose a copy of that letter and look forward 1o

hearing from you.

Y ours sincet Y

D Daphne Christie
Senior Hesearch Assistant to Dr Tilli Tansey

The Welleoms: Trust Centre for the History of Medicine st University College London is funded by the Wellcome Tt

which is a registered charity. no, 2100183, Histmed logo images courtesy Wellcome Library, London
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at University College London ‘[U(C]L
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www.uclac.uk/Mistmed = +44 (0) 20 7679 8100

Dr Jonathan Grant Dy Daphne Christig
Research Leader and Associale Programme Director Lehiisl . ik
RAND Europe

Grafton House

64 Maids Causeway

Cambridge CB35 8DD

27 April 2004

Dear Dr Grant

The Wellcome Trust™s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15th June 2004 2.00 pm — 6pm

We wrote to you on 21" April, enclosing our original invitation letter to the above

meeting, but the date of the meeting on the reminder letter was incorrect. Please note that

the date of the meeting 18 Tuesday 157 June 2004

Yours singerely

Mrs Wendy Kutner
Secretary to Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust

which is a regislered chanty, no. 2100183, Histmed logo images courtesy Wellcame Library. London
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London * NW1 1AD

www.ucl.ac.uk'histmed = +44 (1) 20 7679 8100

Dr (John Armstrong) Muir Gray CBE FRCP
Instituie of Health Sciences

Old Road

OXFORD OX3 TLI

25 March 200

Dear Dr Gray

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm — 6.00 pm

I'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group 15 organising a
Witness Seminar on *Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth® on Tuesday 15" June 2004, from 2.00pm - 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed 1o chai
the meeting and Sir lain Chalmers is assisting us in the organisation

Sir lain Chalmers has recommended that we invite you to this meeting and we would be

delighted to have you join us.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
mecting and with an audience of historians, scientists, clinicians and others, most ol whom
also coninbute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?", “Why did things happen the way they did?”
This 15 a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. | enclose a copy of the introduction
to the first volume of our published iranscripts, which will tell vou a little more about these

seminars, and a flyer of our recent publications to illustrate the range of topics we covel

Continued/... Page 2

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust
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We are in the process of inviting sentor seientists, climeians, and representatives from

relevant organisations to attend the meeting and hope to promote a lively discussion

We will be providing further details in due course and would particularly appreciate, at ths

stage, suggeshions of |1.|~.~.||‘-|L_' participants

| look forward to heanng from you and do hope you will be able to accepl this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tan SEV

ENCs
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Tel: 01865-226833 Oxford
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31 March 2004

Dr Daphne Christie

Senior Research Assistant to Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine
University College London

24 Eversholt Street

London NW1 1AD

Dear Dr Chnistie,
The Wellcome Trust’s History of Twentieth Century Medicine Group Witness Seminar:

Prenatal corticosteroids for reducing morbidity and mortality associated with preterm birth.
15 June 2004

Thank you very much for inviting me to participate in this meeting. I am pleased to accept and
look forward to the event.

Yours sincerely,

J A Muir Gray, CBE, D5sc, MD, FRCP, FRCPSGlas, FCILIP




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = N'WI1 1AD

www.ucl.ac.ukhistmed = +44 (0) 20 7679 81040

Dr (John Armstrong) Muir Gray CBE FRCP Dr Daphne Christie
[nstitute of Health Sciences i chiristiciwnel ag n
University of Oxford

Old Road Campus

Headington

OXFORD OX3 7LI
26 April 2004

Dear Dr Muir Caray

The Wellcome Trust’s History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 157 June 2004, 2pm-6pm

We are delighted that you are able to attend the above meeting and are happy to tell you that
plans are proceeding well. A copy of our publicity matenial 1s enclosed and [ will be sending
vou a draft programme in due course. A full attendance hist will be available at the meeting
We will be asking some participants 1o “start the ball rolling™ by saving a few words on

speciiic subjects, as we like to prime a few people to lead off the discussions, although there

will be ample opportunity to contribute throughout the meeting. We do not show shdes or

overheads at the meetings, as we wish o encourage informal interchange and conversation
I however, you would hke any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 5106 11 y

hawve any queries prior to the meeting,
We very much look forward to seeing you at the meeting.

Y ours sincerely

@;}E\.—Qg—:ﬁw

Dr Daphne Christie
Senior Kesearch Assistant to D Tilli Tansey

The Wellcome Trust Centre for the History of Medicine at Undversity College London 15 funded by the Wellcome Tmust,
which is a registered charity, no, 210183, Histmed logo images counesy Welleome Library, London
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Dr Selina Gray FEFPHM FRCP Dr Daphne Chrsne
Research & Development Directorate dchristetnglacuk
Westward House,

Lime Kiln Close

51-1-.1]{\' Ciftord

BRISTOL B534 55R

25 March 2004

Dear Dr Gray

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm - 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s orgamsing a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chan
the meeting and Sir lain Chalmers is assisting us in the organisation

Sir lain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have vou join us

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with guestions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?”
This is a particularly fruitful way of generating interest in, and providing material sources for,

the study of significant events in recent medical history. 1 enclose a copy of the mtroduction

to the first volume of our published transcripts, which will tell you a little more about these

seminars, and a flyer of our recent publications to illustrate the range ol topics we cover.

! ’ o
Continued/... Page 2




We are in the process of inviting senlor scientists, clinicians, and representatives from

relevant organisations to attend the meeting and hu|h: to promote a lively discussion

We will be providing further details in due course and would particularly appreciate, at this

h'..'._!'_l._'. .Hli:.-':_';'*-\.’.'.-lll'l*-u ol |'I-.I*-.'\Ii1i-.._' _‘."l..1|'!|l\'l‘:‘l..|l'l|--

[ look torward to hearng from you and do hope yvou will be able to accept this imvitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

Cncs




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London + KW 1AD

www.uclac.uk/histmed = +44 (0) 20 7679 8100

Dr 5elina Gray FFPHM FRCP
RBesearch & Development Darectorale
Westward House

Lime Kiln Close

Stoke Gifford

BRISTOL BS34 85R

21 Apnl 2004

Dear Dr Gray

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 30th March 2004 2.00 pm - 6pm

We wrote to you on 28" March, inviting you to attend the above meeting. As we have not

had a reply, but have been experiencing difficulties with our post, our onginal letter, or your
reply, may therefore have gone astray. We enclose a copy of that letter and look forward to

hearing from you

Y ours sincerely

D Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust

wineh 15 a registered chary, no, 210153, Histmed logo images Ccouresy Wellcome Library, London
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Dr Selina Gray FFPHM FRCP D Daphine Christie
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27 April 2004

Dear Dr Gray

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15th June 2004 2,00 pm - 6pm

We wrote to you on 217 Apnl, enclosing our onginal invitation letter to the above
meeting, but the date of the meeting on the renunder letter was incorrecl. Please note that

the date of the meeting is Tuesday 15™ June 2004

Yours sincerely

Mrs Wendy Kutner
secretary to Dr Tilli Tansey

The Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust
which is a registensd charity, mo, 2000183, Histmed Lo images courlesy Wellcome L 1




The Wellcome Trust Centre
for the History of Medicine

at University College London
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Dr Selina Gray FFPHM FRCP Dr Daphne Christie
Whitewood Lodge dochiistic Wuel.ge.u
Morton Lane

Whitchurch

BRISTOL B514 OBU

29 April 2004

Dr Gray

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortalily
associated with preterm birth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s orgamsing a
Witness Seminar on “Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chair the

meeting and Sir Liin Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite you to this meeung and we would be

delighted to have you join us.

These seminars address 1ssues of medical-lnstoncal interest in the latter hall of the lwenlieth
century, focusing on British contributions. We mvite witnesses of particular events ol
developmenis to reminisce, discuss and debate between themselves, in a charrman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?", “Why did things happen the way they did?”
This 15 a particularly fruitful way of generating interest in, and providing matenal sources o
the study of significant events in recent medical history. 1enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a hittle more about these

seminars, and a flyer of our recent publications to 1llustrate the range ol topics we cover.

Continued/.. |’.|'_'-L' 2
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We are in the process of inviling senior seienlists, clinicians, and representatives from

relevant organisations to attend the meeting and hope to promote a lively discussion

We wall be providing further details in due course and would particularly aj

stage, suggestions of possible participants
[ look forward to hearing from you and do hope you wiall be able 1o accept this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

CNCs.
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Mrs Gill Gyte Dr Daphne Christie
—Samestimd-Eibrary—— d. christielmucl ac, uk
The Iames Uind Initiative o
Swmmertewn-Bavilion

MddieWay—

XFORDOX2TEG

19th March 2004

Dear Mrs Gyte

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15™ June 2004

2.00 pm — 6.00 pm

T'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associatec
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2ZBE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?”
This 15 a particularly fruitful way of generating interest in, and providing matenal sources for,
the study of significant events in recent medical history. I enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these
seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
stage, suggestions of possible participants.

[ look forward to hearing from you and do hope you will be able to accept this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

CTCs,
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The Wellcome Trust Centre
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Mirs Cnll Gyte D Dapline Christie
Consumer Panel Co-ordinator Cochrane Pregnancy & Childbirth

Lroup

"Oldfield’

159 Hardhom Rd

Poulton-Le-Fylde

Lancashire FY6 8ES

26 April 2004

Dear Mrs Gyte

The Wellcome Trust’s History of Twenticth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm—6pm

We are delighted that you are able to attend the above meeting and are happy to tell vou that
plans are proceeding well. A copy of our publicity material is enclosed and 1 will be sending

vou a draft programme in due course. A full attendance list will be available at the meeting

We will be asking some participants to “start the ball rolling™ by sayving a few words on
specilic subjects, as we like to prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show shdes or
overheads at the meetings, as we wish to encourage informal interchange and conversation
If however, you would like any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair.

Please do not hesitate to contact either mysell or Mrs Wendy Kuiner 020 7679 810611 you
have any queries prior o the meeting

We very much look forward to secing you at the meeting

Yours sincerely

C Ay Cinpss

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

eNne

e Wellcome Trust Centre for the History of Medicine at University Collepe London is Tunded by the Wellcome Trust,
which is a registered charty, mo .Hlll"-;' Histmed log imgees couresy Welloame Library, Lomndon




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = MW LAD

www.ucl.ac.uk/histmed = +44 (0) 20 7679 8100

Mis Gill Gyle

Consumer Panel Co-ordinato

Cochrane Pregnuncy & Childbirth Group
Oldheld

159 Hardhorn Rd

Poulion-Le |'- lde

Lancashire
FYG RES

16 June 20044

Dxear Mrs Givie

The Wellcome Trust “ih[ul'_‘h of Twenticth Century Medicine | O
Witness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May | say on behalf of The History of Twentieth Century Medicine Group and the co
orgamser, how grateful we are 1o you for your contributions to vesterday ' s meetung? 1
really was a splendid occasion, and we hope that you enjoyed it as much as those of us

who were observers.

As mentioned in previous correspondence and at the meeting, the taped proceedings of
the meetng will now be sent for transcription, and we hope to have a draft manuscript (o
send you i about six months me for your comments. Ultimately we intend to publish
an edited version of the proceedings, and you will be sent a copyright assignment form

and Ninal proof before publication

Yours sincerely

I Daphne Christie
Senior Research Assistant to Dre Tilli Tansey

o1 Lhe History of Medicine at University College

lered chanty, no, 210183, Histmes i-l: C IMARES Codrte




THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT

Wirness seminars are intended to address issues of medical-historical interest in the laccer half of the
twenticth century, The entire proceedings are recorded and wranscribed by the Wellcome Trust with a
view to publication o generate interest in, and provide marerial sources for, the study of significant events
in recent medical history. As copyright in anything you said during the proceedings belongs to you
(copyright in the recording of the proceedings belonging o the Wellcome Trust), we would be grareful if
you would complete this form to enable the Wellcome Trust to use your contribution in the manner and
for the purposes outlined above.

e T

1. NAME Mrs Gill Gyte

ADDRESS
Cochrane Pregnancy & Childbirth Group
"Oldfield"
159 Hardhorn Rd
Poulton-Le-Fylde
Lancashire FY6 BES

WITNESS SEMINAR: Prenatal Corticosteroids for lt-.-during Mnrhi:lil}' and ."dnrtrllil:l.'
15 June 2004

ASSIGNMENT

I confirm that I am the author and legal owner of my contribution to the proceedings of the Witness
Seminar and of any comments [ may have made on any draft transc .ipl ("my Contriburion”), and 1
assign o the Trustee of the Wellcome Trust (“the Trust”™) the copyright in my Contribution.

SOUND RECORDING

I contirm that the entire copyright and all other rights in the sound recording made of my
Contribution by the Trust ar the Witness Seminar (“the Sound Recording”) and the transcript made
of the Sound Recording belong to the Trust for the full period of copyright including all renewals
and extensions,

PUBLICATION

[ acknowledge the right of the Trust as assignee of the copyright in my Contribution to publish my
Coneribution in whole or in pare.

| acknowledge the right of the editor of any publication of my Contribution to edic my Contribution
provided that my approval of any changes made by the editor will be obrained (such approval not o
be unreasonably withheld).

USE OF MY CONTRIBUTION

| reserve the right to make use of my Contriburion, having first obrained the permission of the Truse
|-|::|r me o ';.I.(:l 1] ::‘il.l.l'_'l'l ]"‘I."I.'I'Iii"\::‘ii'l.:i!'l MOE 10 I':lf' ||I'|r|:'a.~c|:'|r|..1|‘.|ij.' 'l-\-'il:l'!l'll::]';“ .1r|r.|. [ l_"::lll‘i.lrr“ 1i'|:|.: i any :\'I.IL!'I
use | will ackpowledee the Trust.

- :

Signed o g ]\_\- ctinmeneeie DDA







Mrs Gill Gyte BSc. MPhil (b 1948) has been an antenatal teacher with the
Mational Childbirth Trust (NCT) since 1985, and still leads antenatal classes
now. she was a volunteer worker on the NCT Research and Information
Group from 1990 to 1997, Since 1997, she has been the Consumer Panel

Co-ordinator for the Cochrane Pregnancy and Childbirth Group
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Prenatal Corticosteroids for H;:."Iu-:.:l:ﬁ_s; |"|.|'-.|.'|!'-:|,!=rg.' and :\.1||r|_,|,§||;1.,"'

Chalmers: I just wanted to comment on some themes which have
come up about extrapolation from data in animals and if you like
physiological dara, or physiopathological dara in humans and
observational data in humans. [ think one of the most remarkable
things abour Auckland was that Mont and Ross went directly from
hypotheses they had tested in animals to see whether they were
relevant to women. One of the things that gets me really annoyed is
people working with animals who generate hypotheses whether it’s
about brain damage in the long time or some other sorts of things,
but then do not exercise the self-discipline which Mont Liggins and
Ross Howie did. I am going to give you one example that I came
across in Oxford and it may be a litdle bit improper to speak ill of the
dead, but I am going ro tell you an anecdote about Geoffrey Dawes.

Geoffrey Dawes was one of the hubs of perinatal physiological

rescarch in this country, and we often had arguments together along

the lines that I have just been complaining about. 1 had the
impression that he was very annoyed that he didn’t make the
discovery that Mont Liggins and Ross Howie made and I remember
him in the 1990s, by which time I had moved to the Cochrane
Centre, ringing me up in some glee, saying that he had discovered
that steroids, this is an observational study, steroids had an apparent
association with the pattern of fetal breathing movements, which he
was very interested in. So [ said to him, ‘So what? You have now a
mass of dara from women and babies, if_'rnu have a ]1:.'!1:1['}1{*.\;'1& that's
worth testing in terms of the relevance of your observations to human
health, then test it, using the data, the mass of data that's now
available from human experiments’. But there is this incredible lack of

self-discipline where people who know how to design experiments in




Prenamal Corticosteroids for ]1::-:111{1'.'.;_', Morbidity and .'\1-,*."!:.%:]:}'

animals :{CTLL:{”}' don’t know how to dtﬁigrl them in human h.;im;q,
They don’t know how to design them or analyse them, as we have

been hearing as a consequence of the dangers of sub-group analyses

coming from someone faced with a statistically non-significant effect

on death as it happened in the US collaborative trial. And it’s just an
example of very considerable scientific ill-discipline which Ross and

Mont showed how well you could avoid. That's all,

Walters: H;:\"u'lg done a lot of work in the lab and also done some
clinical trials, I do lab work every time. It is very hard I think to do
clinical trials because of the obstacles that are currently in our way,
particularly in this country. I mean ethics committees, 60-page ethics
forms, trying to get support from the institutions and even more
European hurdles to ger through even now, with having to record our
clinical rrials centrally. Also I think on a scientific basis, the variables
in clinical trials are much more difficult to control than they are in
the lab. So as a sort of humble physiologist trying to get into clinical

work, give me the lab every time.

Avery: Just a note, Mark Liggins spent a sabbatical in Geoffrey
Dawes lab and specifically told Dawes that he would not allow
anyone to do any work, even discuss, surfactants for the whole time

thar Mark was there.




Prenaral Corticosteraids for H.l:'l:ll.ll.illE :"t[n:'-:'ni-:illfl.' and Moraline

Hey: Well, that's straight from the horse’s mouth.

Dr Avery: One petty observation, but I couldn’t resist.

Hey: I will just interject that the Ross conference report that you
mentioned in 1976, there are five papers from the USA saying that
they tried to do a trial and it was too difficult. We moan now abour
trials being difficult. You go back, they have always been saying that
they were difficult. I think they are more difficult, but it’s always been

s0. Yer sometimes it goes very well.

.II\ -|.I'

Gyte: | am moving away orback to a theme that was around before.
As a consumer representative, | have always been very interested in
the implementation of research ﬂndingﬂ, and my experience around
this area came when I was a consumer representative on the Qracke— U2 3
trial, which was a trial ]Lmking at antibiotics in preterm labour. And
in the development of the protocol, the researchers were wanting to

do a second randomization of steroids within the main crial, and it

O N )

was actually not our organization, the National Childbirth Trust; but

5"
another consumer ﬁl'g:lni'.rnrim'l, the Association for the I]n]':nr':n.'n;_'rn:_'[]t

Fr oyt

in Maternity Services, who very much put their foot down and said it

was unethical to randomize women to steroids, and thar acrually all

women should be given them within this multicentre trial and that

second randomization was removed.




Prenatal Corticosteroids for Rl_'l.{l.l.l.'lll!_' ."\5|||E1i|::.|l::\.' and Mortality

Hey: Just remind us of the date of the Oracle trial.

Gyte: [ cannot quite remember. We are doing a seven-year follow up

now, so it was 1995.

Hey: It was 1995, the results came out three years ago in the Lancet.
The relevance is that one of the uncertainties that remains about
."i-'[L'rl::lid L5E is 1|.1l-|-|.|..'[|"l|;.'l' i[ i.ﬁ d ‘r‘r'iH‘L' :]]i[]g 18] d“ [-ﬂ‘l— d |T'I”L'I:'.I|L'I'IS Hilkt_'..
when there is premature rupture of membranes, because you may, in
doing something good for the baby, increase the risk of the mother
developing a generalised septicaemia. So the people couldn’t see that

there was an unanswered question there presumably.

!

'-.— 1
Gyte: [ went to

Effective/Ga

chapter to give an NCT perspective actually, and remember
chapter to give an NCT perspect tuall; 1 1 l

ﬂtﬁ?ﬂdﬁf-fﬁ:ﬁd&:’ﬂf; and read Patricia’s

thinking thar there were some areas of uncertainty, but certainly that

randomization was removed from the study.

Dr Peter Brocklehurst: I suppose I was just thinking about how we
are now ;1|1pmnching antenatal steroids, how we have heard thar it

was very difficult to get antenatal steroids uprake, particularly in the

ll' ¥ | ey N e Ly I o O Y



Prenatal Corticosteroids for Reducing Morbidity and Monalin”

UK, and then within a very short space of rime, we were throwing it
around like smarties, and I suppose what nobody has mentioned is
that in order to get 90 per cent coverage of babies admitted to the
neonatal unit, you have to give an awful lot of women antenaral
steroids. I remember a lovely quote from Jacque—Alferich- (?) ar
Liverpool Women's Hospital. He said, ‘If a woman under 34 weeks
goes into Liverpool and burps, then she gets antenatal steroids’. They
were giving so much of it, in order to get 95 per cent of babies
admitted with steroids. And then the use of multiple courses of
steroids, and now of course what's being considered more and more
in the literature are the potential adverse effects, not just of multiple
courses of steroids, but John Newnam’s group which is coming up
with evidence about the potential long-term hazardous effect of a
'ﬁ‘i[fli..;‘rli.: Course C}FL ;1[]1,‘.'!]:"11'. HL‘L‘I'UidS 1 hl'ﬂil:] LlL'\'L'll'l[“]-lL'['H. I[.ﬁ f!” very
new stuff, but we may find ourselves going in a different direction to

an extent. | think a lot of what s difficulc abour this issue, is that we

are not very good at predicting preterm birth, and if we were better a

predicting who was going to deliver preterm we would probably feel
much more comfortable about using steroids in a much more rargered
way. The concern is that currently probably at least 50 per cent of
women who get antenatal steroids do not deliver preterm and
therefore if there is long-term harm, it will be in those babies that will
manifest it, and if we could target it better, we would probably all feel
a bit more comforrable. 5o I just think we are beginning to go the
other way, where people are actually being more cautious now with

steroids than [h::y were maybe even five years ago.

|ﬁ|.| sl

L




Prenatal Coricosteroids for Reducing Morbidiny and Maorality

Crowley: Could I remind you that in the Auckland trial a lot more
babies died in the placebo group, and therefore the survivors of
prematurity of that time should in fact be neurologically worse? That
there should be a disadvanraged group on steroids, because a lot
survived prematurity. So if you have those people at 30 years of age,
and if there’s no difference neurologically ar age 30, then it's unlikely

that they taking steroids single-dose was doing any harm,

Jane Harding: The number of comments I could make. I think you

are quire right about the issue if you had to trear a lot of women. In

fact if you look overall at the studies that we were able to put together

in a systematic review, 40 per cent of women who were entered into
the trial did not deliver after one week. So when you get into the issue
of well how long did the effect last and what do you do with the
women who've been treated and haven't delivered after a week, you

have got a lot of women to consider.

To come back to the issue of ruptured membranes, and I think it is
fair to say in the mid-1990s there was still confusion about the issue,
but the solution was not to do a new trial. The solution was to go
back to the old trials. There had been at thar rime over 4000 women
randomized, and the data was present from the original trials, they
had just never been analysed and in fact we in about 1994/5 and I
cannot remember the exact date, but we had a debate around a
clinical case at a clinical conference at my hospital, after which David
Knight, who was the Director of the nursery at the time, said to me

isn't that question answered. Surely the data must be there. Now just




Prenaral Corticosteroids for Reducing Morbidicy and Mortalicy'

indeed before surviving, and the anxiety that goes with that, those
things haven’t been made explicit and I suspect thart if, we had hoped
that there would be a woman here who had received corticosteroids,
now I don’t know what her history was at all, but [ was certainly quite
impressed by Barbara Stocking, who is now chief executive of
OXFAM, saying that in her first pregnancy she delivered premarurely
and her son went through a really rough time, she read Patricia’s
systematic review and in her second pregnancy she insisted that she
should have steroids if she went into preterm labour again. She
became a big advocate, and I have come across more than one
mother, maybe Gill Gyte can enlighten us here, they have lobbied to
have this, because they as parents acrually think this is important,
obviously because they are worried about their children, but so that

they can perhaps have less to worry about themselves.

Gyte: I don’t have any personal experience of antenatal classes, but 1

1_,'_“-: i I

do not NTT-does lobby very much to implement evidence, generally

]

in terms to implement evidence-based care.

Oakley: This is slightly beside the point, or perhaps not, because I
think this issue of the role of the users of health services and the
extent to ‘n"t.'hi{l"l '[I"l.[::l." arc [[L'H'l:!'l'll'.l.il'l:.__" U‘r:i.LI:L'ﬁCL' ih a "-'L'l-:r'- ifrlE:lUr“i]'lt one
and it's something that we need to know more about. Bur of course
one of the problems with that, or one of the issues in that area, is that
first of all the product needs to be dissuaded from the belief that

experts know what they are doing. I remember one of the early
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projects that I worked on in 1974 involved an observational study of
an antenatal clinic at a hospital in London which has of course got to
be nameless, and I hung around this clinic for abour a year observing
what the doctors were doing, and [ was absolutely astonished in my
second week, I think there was a changeover the most junior doctors,
and two of them came to me and they asked me what consultant X
would recommend in a particular case, because they didn't know
what they were supposed to be doing because they hadn’t mer their

rht different consultants who

consultant yet. [ didn’t realize that the eig

ran this clinic all had different policies. I mean what I was doing was
learning what those policies were, butr then I was passing on this
information to the junior members of their team, so that they could
also practice non-evidence-based medicine. That was a long time ago,
but I think it is still the case that many people believe that doctors
and other experts know what they are doing. So another issue in all of

this is about the cpid;:m'lnh}gica] shift in pt:n}‘.-h: in gi:r'n:r;ll in society

understanding that experts including those in other fields, and I spend

a lot of my time at the moment with professors of education who
don’t believe in systematic reviews of the evidence. But it is about the
role of the expert, and the relationship between research, evidence and

the evidence and form of policy across a whole lot of different sectors.

Crowley: In 1985 as an obstetric senior registrar, I inherited a
woman who was having an anri haemorrhage at 37 weeks as we
thought, and we thought she was 37 weeks because the registrar who
did her first antenatal visit had made a mistake about her dates. She

was in fact 33 weeks and I delivered the baby in consultation with the
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